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(57) Abstract: 

PROBLEM TO BE SOLVED: To provide a sustained 
release medicine which exhibits remarkable effects as a 
reduced dose with reduced side effects. 

SOLUTION: This sustained release medicine comprises 
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(A) an angiotensin II antagonist and (B) one or more 
medicines selected from an anti-hypertensive medicine, 
an ant'hhypoglycemic medicine, an anti-hyperlipemic 
medicine, an antithrombotic medicine, an 
anti-climacteric medicine, and an anti-cancer medicine. 
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L/cS*. (A) AtlJSfitaii:, (B) iftjALE^flRX. 

LT»Rfc»*Tfflv>4£fcK£ ►)> AGASSI 
Sft*. -ffiffl^ft^ 
50 OEHIt LT^iO^ix^ttSlCisv^-C, ^tt-r*vcom— 



-3- 



[0 0 0 5] tifc^Hili, [1] (A) 7>*?t 

T>is>umtmt, (b) ftjiiLEte**, sssLm^r 

JSttsians: (i) 
[fb2] 



T 1 



R 



(!) 



Sfcli*0*fre*&«rE CD E*<&E*. [3] T> 

vl^-fe^K *>t**^;w^>. 
)v?>*tz\±9v*t)V9>x~hZ>m?> CD ISffcoE 
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y-f- Y >) v->/N*^^^->i5i(^7 hn;u?fy 

50 IB*<75E*, (2 0) 7-f/7-HW7x/7-f 

l*yA7-f 7*n^-c*4i»E [18] IBifewEai, 
[2 1] -3^->^K^#:^--fe , i h n-^f7tl±3U 
y-^tb^m%Z (1 8] fBKOEH, C 2 2 3 tJtm 
^SI*«GPI lb/1 1 laJSK*. fi:53-"f*^y<'J >, h n > vf 

[ 1 ] tm<r>mm. [23] GPI lb/1 1 laatn-^T 7y 
^y77f$,4M [2 2] %m<r>mm, [2 4] fi^ 
^fi^sy^'; y^x; *-9v<>; vc**«rie [22] IB* 
40 oii, (25] hn>e->ia*ai* s 7;t#hn/\*>-e 

**WIB [2 2] IB3SOE*. [2 6] MJl/hKai^ 

» /r 0 vf vr ?r \ \, n, * +• /+ y -7. vf n v -7» *, -at; fp [9 2 1 

tB^oEai, [27] utmnmft&mwx-x y 9 ->*^- 

§f Kx^ b 5 y * - *JJ J: [T^lx^ h ny 
>^«bSJftt*i7> hny>-c***UIB [1] IBIfeOg 
*> (2 8] iftft3R4*G nRH7^ h itz\tr>9 
zf=.x YX-$>Z>m%?> [1] IB*^B?il> [2 9] GnR 

IB (2 8] IB^O^g. [3 0] (A) ryW/y 
50 VllJSt/tait, (B) jftdlLEttftS. JfiL««-Fj|S> 



-4- 



• I) * ., 

(5) 

7 

«1WIB ( 1 ) IB*0>E*» [3 1] (A) 7>^:*:r> 

v>n»^ai^-i-*i-*«j&i4^jt> (b) hsjuee^ 
. ±o*» t * Bfttte siai 1 1 l t & & mrre 

[1] IB*<7>E^ [3 2) (A) T>^*x>v>ll 
Sft*£^*^£&ife145S£iJt, (B) JSiJfiLJEifeB&KS, 

ffiMtei- iffcmmfr hm\tfiz>-m* tz \t~mx±.<r>m 
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1-4) T)V*)Vm ^h^rv^f^, xh^y^t 

f;v*n . (3) S-CH (R 4 ) -OCOR 5 K 
10 R 4 i* (a) (b) #t^S( 1—6 Otfrfl t L 

< ^StROfilRT^^r^* (0!k J*^;K n 
-*7°ukf;K >fv^ne^ n-*/?-;K ^V7*f;K t 
--7^;k n-^>^-;K ^fv^>f;K ^^-^>^;w 
«fW , (c) j»*»2-6 0il[«t L<«±^ttttOfi 
a7i^-;Hi/:ii (d) SIS3-80y^7^ 
(0!k v^u^>-?-;k v^n^\^v;v, v^o 
R 5 I2 (a) £l*»l-6 0«[ 

, (b) **«c2-6 0ii:« 

*L<lifl«ttOfiaTA'*--A'», (c) kM3~ 
80y^n7Wi (0!k v*n^>?-;K v^o^s 

(C1-4) (C1-4) rju3*i/& 

50 ;v y^n^ y ;Mf;i/%W > (d) 

$5:3 - 8<7)y^nrM;H L< JiflHftS ttTv^T.fc J: 
^7'J-iH (0!k ssuY^WL^ - bn, fi® (C 
1-4) t;w*;k ®M (C1-4) 7;un^y^h^ 

»S*L/c^*»2-3 0fi:jRT^y-^36 (0!k 
^^(0H^;K yn^-;K TV/is /fV7*n^-;v 
iiroT;i/^-;i/ffl«:i#ofc(oitr) . (e) S&£*i 
t^-cti^T'j-^S (08. ;k p-h';;K 
t7f^o^ny>Kf, - fn, {&& (C1-4) 
40 ra^/K (C1-4) 7^^^y^^tU^ 
T*> J:v^7jl-^* tzl*i-y3-)i'm%t*) , (f) K3R 

n-7h^ry, ^V7Ka sec-^h^rv, 
t-7h^y, n-^>f;Vt^y, ^V^^f^t^r 
v> M^^fi^^y^tt . (g) m2-80 
itt«4L<rt*««<OiftjRT^^-n*v* 7V 
u*i/ x r;7f-n^yi« , (h) ^mSc3-8 
Oy^nrWiVt^ryt (0!k y^n^W** 
50 v. y^DA^yji/t^y, y^DAy'fjvttyi: 



-7- 



13 

t) , (i) R*ft3-80y^n7W (00, 
n^>^;u. yy-n^^y;K y ^ n^\y^;i/& if) 
L<(±«»$*tT^T*> iv^TU-^* (00, >^fy 

- hn, (Ci-4) T/i^/K ®» (C 
1-4) 7;^^y^^#LTv^U^7x-;^ 
fell-*-?*****) T?«»Stt7t«*»l-3 0fijR 

^ h*y. ^h*y, n-^nWy, ^V^n^y 
4trOT^3^rv»*«FOt05rtr) , (j) It*»c3 
-8^y^D7^ (09, v^n^>fjK y^n^s 
^yiK y^UAT'f;!/^^ t> L < I4fti&£ tLTv^T 

(Ci-4) (Ci-4) r^a*->4 

^«»§*Lfc&*»2 - 3 OftfT^y^n^yS 
(00, yVt^n^fyfOlf-n^y, 
v, 7'Jn^rA ^yyu^-n^y^^rn-n 
*vS&£J£o&o£^) ifcl± (k) a^^ttrv^r^ 
iv^T'J-^t^yl (00, 7x^'A p--^7 
x/^ry, t7h^yfOAny>g^ - h n A fg^ 

(c 1 - 4 ) 7;v*;k i&m (c 1 - 4 ) 7^3*v& 
if) £*rf) -e*$*L**itr^jffetL*o R 

HX^Xi> X^iSM (Ci-4) 7i^^itf:l±7y 
^ (00, ®^ (C2-5) 7^^y-f;u, 

1H£$ivcv>T t> j:vH&» (C1-.4) 7;i/^r^* (mf 

(Ci-4) 7^^^*J tn««rfcO*«**f?,*L 
£) , Any>K, - hn, y7A fiiR 
(Ci-4) 7^3*v, 1&v>L2l@Ofij& 

(C1-4) 7^^r;w-eiiifes*tTv^T*> iv^T^ y 4 

[0 0 12] Mffizt*. R 1 t LtO^^>S:Ml 

(0Ox.l£, *#rt»*4fcrUJ:4aMt. «7C**vwiJn 

2? ! ~ 2! C "y 2£ ju^iA»wn^,»^) 'CicTi J", 
<, itz, v77, N-HKn^y*;MA>fUM^ 
^ (-C ( = N-OH) -NH2) , *&v*«i«lfe$*L 
T^tUv^fii (C1-4) 7H^iifcli7y* 
*-C-e-*t-PtL«fl|S*tfc (1) (2) 
rh7VU;H, (3) h u y^Jru* *>*,v*>R 
7^ K* (-NHSO2 CFs) , (4) U >K^, 

(5) * (6) N, S, OOHOlil 
fcli2«JEl±**tr5-7Jl (»4 L < «i 5 - 6 *) <0 
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^^£t:i^ R 1 -Cfi$tL4»^*>«:S*L? 

[0 0 13] R 1 t LT14, t^$nt^t^«tv« 
(C1-4) 7^^r;v (00. y^;u, hU7x-;Mf 

;W, ^f^ry^fJK xh^y^f^, p-^^ry^ 
>y;V, p--^n/<>y>ih1 iL<Ut7v/U* 

(00, is® (C2-5) 7;w*y^;w, ^>v^/V& 

70 if) t«l?Ktv^4J:v^^^y;K rhyV'J 
^*4vMi2, 5-yHKn-5-^^rV-l, 2, 4 
-t«y77-^-3-^V (»SL<t±. fF?/ 

* (ffiL<liv7/) WJK, t I) frltx b 7V* 

[0014] mrie^:*. xwgt^7x^k>i^7 

ifcii2-e*4(fcBk (C1-4) 7 
i^V>, -CO-, -0-, -S-, -NH-, -C 

0- NH-, -O-CH2-, -S-CH2 -, -CH 
= CH-4tr*«*»f t>tt*o mrlS**, nlili/:li2 

(ffJKlil) olS^to 

[0015] khes;*. 3SAii«&*R 2 £W*fc$e>£ 
IMStLtv^t J:v^>-e>«t*U sa&* 
fcLTIi, 00*.^, (1) ^>ny> (00. F, CI, Br 
JO iif) , (2) y7A (3) -hu, (4) «»$it 
TV^TUv« (Ci-4) TiMf-As (5) 

(C1-4) 7^3^ry, (6) ftT^T t J: 

T^sm (00, 7^y, N-fiM (Ci-4) 7*** 
7^7 (00, >^ L ;u7^y*t ? ) , N, N-vfift (C 

1- 4) 7^^;w7^y (00, y>fiV7^y^« , 
N-7V-;v7^y (00, 7x^7 < y%t*) , fli^t 

^7^7 (00, tf^UyV, hf^yV, 

N-7x-^^7vV4f) 4fcT) . (7) S-CO 
-D' D' Ii*«a6*fctt7^4r^»^*« 

40 16, fi^ (Ci-4) 7;V3^y, ig;^ (C2-6) 7 
;^y^fW + v (00, 7-trb^ry, tf/<n-f^**y 
^ !f ) , ( C : - e ) 7 .^ ^ : x .'V ^ B ' + * y 

(00, ^h^y^^-^t^v, «x h^r~>>^;w^-;w 
t^y^f) ^>^viig% (C3-6) y^nr^n^ 
y*;^f-;i/t^ry (00, y^nMy^t^y^^f 
-^t + yitt T-e&£*LTV>T& <tv^^ (C 
1-4) 7^3^ry^f] -C*b$*L**, 4fcl4 

(8) (C1-4) T)V*)\, 

50 *i:LT«*S*Lfc mmSftT^rfe iHftft (C 
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<ii7y^ (09, &§k (C2-5) 7;i^y>OK ^> 
y>f;U&if) THSffi?*iTV>T& £v>x h^y^K h 

£S&*i: LTIi, tft?tiT^tUv>fti (C 
1-4) 7;u*;v (09, 7k®t*. ad 
^>&if-Cfi&$*LTv>T t J:vM&ift (C1-4) 7^ iO 

[0016] tiries;*, R 2 1 u^t>«i 

?&3£ (yn h>fcLT»KL3 ********* 
&) hLTI*, 09xJf, (1) x^fMti £1*7^ K 
ft£ttTv*T& iv^jV^yJ^ (2) fh7V + 'J 
(3) h»J7^n^^>^W>»7U*i 
(-NHSO2CF3) , (4) 'J>«*, (5) 
* > if ri^tf h *l, £ it O^iSfiJfc $ ttT v * T 

#**r<b*La) 6i<i±7v^i (09, i&m 
(C2-5) r;u*y^;w, ^<y y^Oufcif) -e«tt£ 

[0 0 17] R 2 t LTOx^fMfci £1*7^ KftS 50 
-D (W, Dli (1) (2) «jft$*i/cv*T 

i>£^r$; 7^y, N-ffi» (Ci-*) 

y^^r^y. n, N-vfia (C1-4) r;w^r^ 

T^y&fc*) (3) M$tiTv>tU^7^3 

*v 109, (i) t/i^/wbA^tM**, S^^ttrv^ 

Ttiv*7Sy (09, 7^y, N-fiift (C1-4) T 
)\»*)VT^J, N, N-yfiiR (C1-4) 7^*^7 

^y N tf^UvV, ^ewjyif) , ^ny>, i&ffl. 
(Ci-e) 7^3 + y, (C1-6) r^*)^ 40 

®S (Cs-s) y^07;l/3^y*^HJIft? 

^titv^rt iv^a (Ci-e) 7^3^71, ttz 

\t (i i) S-O-CH (R 6 ) -OCOR 7 Oft*. 
R 6 «i (a) (b) jKSH&l-6 0S«*>L<-li 

Mtt^ii7;^^i (0a, y^;K j^;k n-y 

*->K n-^>^;K >fy^>f;K ^*^>«?yi/& 

if) . ( c ) ftXft 2-6 OEM t> L < li^&ttoffiifK 50 



#H 2003-113120 

T)^r^)Vmt tz\t (d) ^fS3-80y^D7H 
(09. ->*u-«>*-/K v^nA^yj^ v^u^n 
y-fyw&if) R 7 f* (a) j^5fcgc 1 - 6 OESR 

i t < itfrfcVXDl&mTJi'^frm (03, y^;K ^ 

n-^DbX >f y^ntf^K n-y^-;K ^fv7f 
;K sec-y^K t — n-^>"f-;v, -fy^> 
*JK if) , (b) ^#85:2 -6oa:il 

4L<^tt«Ofi:iRT^^-^afe. (c) ,R*»3- 
80y^n7;^^i (00, ~>?n^>^-;K v^n^s 
^yJK v^n^y^fcif) t t < lifiMftS*LTv*T 
U^7'J-^ (011, Aur^JST-, xfn, 
(Cl-4) T;V^r^> (Cl-4) 7;^^ryi 

t^ttT^tt J:v^-7 jl — £(i-J-y^;i^£if) 
-c«lft**tfc**JBfci ~3cofi:aT;i/^r;i/* (00, ^> 

^y^;W, y^nA^y;Mf^i« . (d) ^*»[ 
3 - 80y^D7W4 L < tifiiftS ttTv^T t J: 
7U-^S (09, /Nny>lHF, ^hn N (c 
!_ 4 ) t;i^^;v, f&a (C1-4) T;wr?^fv^^* 

*Sttfcft*»2-3 0fii»T^^-;i/afe (09. 

*ifOT>U*--^»«:J#o<)OSrif) , (e) S^^tt 
TV^T <> ctv^T 1 ; (00, 7x-jK p-hV^, 
t7f;^o^ny>l^ -hn. (C1-4) 
r^^;w, ®^ (C1-4) 7;vn^y^^f LTV^ 
T*> ±^7~-)l>Ztzl*1-y*)l'm%£) , (f) 
» 1 - 6 L < li»««Oft«7^3*y* 

(00, y h^r^>, x^a n-^D^y, ^fV/n 

v, ^^^>^;U^^rviif) , (g) £t5tSfc2 -8<7) 
tit I < liM^fif 7;^XD^ryi (09. 7'J 
D^rv, >f V 7TXD^ryi^) , (h) ^^$^3-8 
Oy^n7;^^t^yi (09, v ^ n^>^;i/^^r 
v, y^nA^yH^ry, y^nA^t^rvi 
if) , (i) RfS3-80y^D7W (09. >^ 
n^>^;K y^OA^yjK v ^ 0^7"^^* if) & 
L< ii«»$ttTv^T*> iv^'J-^i (09, An^y 
®^ - hn, fi^ (C1-4) 7;w*;v, ft^ (c 
i- 4 ) T^^^r v*ifSr*LTv^T^ J:v>yjnJi;ui 

7>i^3*v* (09. ^vyn^ry, 7i*^n*v^ v 
^n^y^^yb^-v, y^nA^yjM F^y^:^ 

>F+*A Xf^ry, n-yn^y, ^fV^O^y 
4if07^3*v«4:»ofc04if) , (j) R*^C3 
-80y^n7^JV (09, ->^n^y^;w. v^n^s 
^ryiK v^n-%^^Srif) t L < (±a^$ tiX^X 
U^7'J-;H (09, Anyvs^ xfn, 
(C1-4) 7^^r^> ®8i (C1-4) 7*'=r*v'& 
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(0O> > ->^c7)tfx:n*v. -/u^— n^f 

*v«*#ofc<05:ir) t^tt (k) g&£*trv>T*> 
tv»7'J-H*yi (0O> 7j.y*v. p-^hn7 

(Ci- 4 ) 7/MP>K (Ci-4) TA'H + v'ft 

[0 0 18] R 2 t Ltli, x^fMt^tit^tU 
i^mvWffiK, fO*#«tLttt, fix. 
tf. -COOHSWOg, -COOMe, -COOE 
t. -COOtBu, -COOPr. bV<u ^ y h 

^rv^;i/^K— ;K 1- (v^n^^rv;w^^r'>^;i/,ie- 
;i/t^rv) xh^y*;i.^-;K 5 -y 2 
V- 1, 3-yt^VV>-4-^M h^y^iV^ 
/K 7-fe b^r >y h^y*;i/jK-;K yntf^-n^y 
y h^y*;U*-;K n-rf'Jn*-» h^ry*^ 
— ;K -fV^f »)n + y> 1- (-X 

h^y^^-n^ry) xb^y^j^fr.;K 1 - (T 
■bh^ry) Jih*->*^#-^ 1- Mvrf^n* 
v) xh^y^;Kf-;K y^ UA^yji/*;i/>f - 

x\ itz\Mt^m\zm^^y m> coo-. ^<Dmm 

[0 0 19] ±ffiR 2 t LTJi. S-CO-D 

Dtt (1) (2) r**^«#***B«fc. 

r^y. ^nr/, ffi^ (C2-6) r;u#y -oi/*^ 
v (00. T^ht^A nVn^^^yit) . 
(C3-8) y^n7i^;^K^rA tem (C 
i- 6 ) 7^3 + y^W-^t + y (0!k >f^y* 
;^*-^*^y, xh^yjdW-W^yiW . ® 
(Cs-s) y^n7;^^ry*H-n^y (#U 

/ rt y\ . J=. ^ ✓ « I , it. -\ ^fr fl I , -4? — )l , -J- ib- -V t£ V*\ ^ 

(Ci-4) T)l>^*>>itzte&m (Cs-s) v^n 
7^3 + y-elftSfttv^tJ:v^jR (C1-4) 7 
^3^yiff) T^^WIWiK, 

[0 0 2 0] 1IME5S;«K R 3 -?S£*l£ r^-rnJl^S: 
(1) TA'***. (2) T^^-^*. (3) 7^* 
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-^36. (4) y^n7M;H, (5) 7'J-^i> 
(6) T^/P^/Hfeftir* 4 *^ ?>*LA^ 4K-t7^ 
7i^-^i^y^D7JK;HWi L 
v\> «rlB (1) <r>T)i<*)VmtL,T\^ R*ftl-8fi 

<. 0j;ilfy x.^;i/, ynif;K >f v/n^ 
■T^K ^7 7^f;K sec-T/^K t--7*^-;K 

i -n*v>k st-^^fc 
4ra***fb:H*o mfiE (2) 07^t-^SiLtli, 

O vitrei <£ <. Wx.tf fcfxwK yn^x^ 2-7 
3 -7r-^K ^7rr-;K 2 -sj-^-f— ^ 
%t*tf$>lfbHZ>o mrlfi (3) 07^ + -^ikLT 
li. KXft2 - 8SKOfiiRT^ti^||-Ctj|«, # 
a^OV^-Ttt-Ct J: < . 0O£f;£.x-p-;K 
;K 2 -y*^ — ;K 2 -'O*- — 2-*^— 
F&Jblfbti&o mrfB (4) Oy^nrj^JHtlt 

tt. Wilfy^nynt:;A y^n/fJK v^u^> 

*)l<&, Tfrlr — A,^ 7;K-^S^:liy^D7^ 

7^y. N-ffi» (Ci-4) T^^r^T^y, N,N 
-yfijR (C1-4) 7m7^/4« . ^UY 
&m (Ci-4) 7^n^ryS, (Ci-4) 

(5) 07 7^;H^Ltli, Wx.tf'oy^ 7^ 
^f^i^7x-;i/-fia (C1-4) T^^;UJfcir 

mrie (6) ^7'j-^stLm ^ii^tf 

[0 0 2 1 ] iEL^79^^Jfcli7'J"-^i 

(09. F, CI, B ria , ^fn, tt^^ttTV^T 
fciv^T^y^ (fck T^y, N-®^ (Ci-4) T 

;u^;ur^y, n,n-v®^ (C1-4) r^^r^r 

^y^f) . ffi® (Ci-4) 7i^^y 

V, xb^yiJf) , (Ci-4) TJ^*A"f-* 

(C1-4) r;i/^r;w (00. y^K ^^^iif) if 

(00. tKK^. T^y^. Anr/ifctttt (C 
1-4) T;wn^r'>*-e«lft$itrv^T t J^fl&R (c 
1-5) T^*^4fcl±fijR (C2-5) 7)Vr-frm 
ft if) jWfiK, fc>)te»t. fiS^ (C1-5) 7;u* 
;u (J:t)fiFiL<ii. ^^^) <*ffiU» c R 3 "C«$ 

50 Sr*LT^b*C*»*J Ul$»t* r^fnRfJ tLT 
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li, -0-> -S (O) m- [mli0&v>L2O«E85c?r 
tf1"] . -NR' - [R ' <i**JH^Fifc«ifi;jR (C 

!_ 4 ) r^^^Sr^i"] fcir**3£*f<b*u &*-et- 

LTIi. -0-, - S (O) m- [mli0&v*L2O^ 
ft**"*] Sfctt-NR 1 - [R ' tt*«KT-*fc«*fi; 
jR (Ci- 4 ) 7^*^**1"] t^LT**LTV^T 
7 5^36. ^nr>i3i:« (C 

V^rfciV^ftjR (C1-5) T^*^4fc«±fift (C 70 
2 _ 5 ) TW^IitWK^ i:*}^tt> ffift 
(C1-5) T^^tfcttffift (C1-5) T^n^r 

[0 0 2 2] A (I) ■C«S*t*T>4 r *^>y>ll» 

(I') 
[ftl 0] 




20 



(5£*K RMi (1) *;i/^*>;H, (2) th7V 
(3) * 

[ft 1 1 1 




i li-0-*fc«i-S-*3*U j<i> = 0, 
>=Si^:li>=S (O) m&^U mJiffirEfcra** 

■C*S*L*»t^U *Ali1UM6R 2 Jtt^ 
**S*iTV*Tfc JHftft (Ci-4) T^*^ («. 

tUv« (C1-4) r^^v&to ifcii^ny 

m^R 2 ^^m^***^^v^>-tf>=S) 
RMiS-CO-D Dtt (1) jWMtSfcl* 

(2) T^^r^B5^***»»x 7^>\ ^ny>> fift 40 

(C2-6) Ti^y^f^t^y (flk 
If/tn-f ^t^ryitt . (Cs-s) y^or^ 

*y^;^^r'A fim (Ci-e) 7A^3*y*^#- 
H^y (#!k >f^y*M-^t + y, xh^y* 
. l&ft (Cs-s) y?07^3 

~;V:**v&£f) , ffi;ft (C1-4) 7^3^rytf:li 
®$ (C3-8) y^D7^3*ytt»?ttt^tt 
*H&« (C1-4) 7^n^ytft) -C*fc>$tt& 
^£tfU R 3 li-0-, -S (O) m- [mfiO&v* 50 
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L2^Si^f] ifcli-NR' - [R' 
Sfcliffift (C1-4) T^^;W*^1"] Sr^LTfe^ 

ft (C1-4) T^n*v**^atf*t*mfeafet?** 
sut^tti^fift (C1-5) r^^ifcttfi* 

(C2-5) T^-^* (»iL<ii. fift (Ci 
- 5 ) T^*/U4fcl±ft» (C 1 - 5 ) 7J^^y ; J: 

h^y-l - [ [2* - (lH-f h77-;V-5->f 

;v-7-#;v**>^ [Candesartan] , 1- (v^n^s 
^y^t^y^iWf-^t^y) a^;^ 2-xf^y 
-1- [ [2* - (lH-rh7^^-5-^f^) If 

7x^-4-^v] y^;v] ^>x>f < 7 

-*;l/^y7-h (Candesa r tan ci lexeti I] . 

n^l/t^ry^f^ 2-^h#v-l- [ [2' ~ 

(lH-f h7V-^-5-^^) fcf^i — ;l--4-^ 
;u] ^ y X-f ^ v - - 7 - ^ y 7 - 

K 2-xf^y-l - [ [2' - (2, 5-ytKn 
2, 4-tW7/-^-3-^ 
;U) t*7x-^-4 --f^] ^^-^] ^>X>Y 

Lfc^>X>f$r/-^IHI#li, Wx.(i\ EP-42 
5921, EP-459136. EP- 5 5 3 8 7 9, 
EP-578125. EP- 5 2 0 4 2 3, EP-66 

827 2%t^zmmv>&ft<D^mxi±*fr^mctt& 

tan ci lexeti I Srfflv^«r^^{i. EP-4 5 9 1 3 6 
KEIft 3 itfcScjg* C fittft & 0** J: v\> 

[0 0 2 3] *|&Wefflv^tt4T>^«r>^VII« 

ffeB * v ^*^0«tt* 4: 

b'J^f^7^>, h ^ tfUv>. tin 

t;>, jl^ y -jut * yx^y-^r^y, h'Jx 

^y— )UT<>, yy^UA^yjr/^y, , JM ' - 
y^>yWf l/>y7r/4i^Ot«7r^ 7^ 

(0H> «BL 

n/^^m. ] J>^. ^ 
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*^tf £> *t£ o *#|$!T-ffl v> t, tt^> T > 3r ^-r > v > 1 1 
Ji*tf^ffl**-t-4ft#« [ttT, A I Itt£tfl:£*j:ffc 

^a*ftT-caE*^H*#»;i:&R»&UJ: HI I &tt 

tc> no**»*tieiLTAi immit&yuzmt-rz 

fflt'kVBlz&itiriik&tsi^S * A I l»fitft#*<o 
ynK7 7^tLTI±, A I immt-£%l<r)T ^ sm* 
7->ML + ^BMfcSrt.fcffc'fr* («, A 
I iJttnl'fb^or 5 nHry-Y;Hk, 77- 

Mb, ^Vf*?^***-^ (5 —/--f-^- 2 
-**V-1, 3- < >***Vl' % /-4-'f*) y< h*-> 
* ;w .=. )V\t, f F5tKn77- ML tT n 'J v ;V ^ 
•f-ML HV<D>f ;W^-4rv> f^ML t e r t 
-ffcSfLfcffrfrfc* to ; a I I SJ£fl:-fr»o;jcBM6j&*7 

vML T**JHfc. >)A-®tfL ti-5Blffc$*tfcfk^* 
(09, A I IJSR:ffc-&»0*m*#T-t*-Mk '<*3 

-fbs 7-?'; Mb, 79-ML •✓vtA'r5/^f** 

Mb $ tltzfc&® if) ; A I I tttftf frfrftO * 

(tak a I I JSin/fb-S-ft) o*;^*^^*^^*. 
XT' Mb, 7xi^x^f;HL *;PsK#v^ f*xx 
•rMb, y^f*7 5y^f*i^fML tf/<o^;W 

f-)V^-XT-)Vit, y 9 'J ->';i/xxf ML (5-^^;i/ 
-2-**V-l, 3-yt*VU>-4—f*) 

.X X Mb, y7nAdfy;l/^-^y*)l/,f;^Xf* 

xxrMt ^f*7? Hb$tt7t-fb^*f) 

A I I JStn/f b-S-t^ <b SSit-f i^tWH. tfc, A 
I I tttftft-frftO^n y ^14, J£JH#J£ 1 9 9 0^ 
TO rEXaoPB%J »7«fl^J-»tH 6 3l*f>198 
JCK»***ltv»* i7i, 4IW*frtA I iSftfb 
^■t«fl:t4'()(Of*otiJ:K ifc, A I IJStfc 

yj vj M'liv •* ?r/Jv|H )>g ■/ r j'<>- »» >. <-> o~ ■ o /yi " — '-— • ~ 

[0024] *5m\~m^hft&fomm&%mt lt 

ti. T>^*-r (ACE) B«§g. |l]K 

*t-> y^MStt^ttt^^ K^y^^--tr (AC 
E/NEP) ^n'y^-^irfT^KXfDVfi 
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U;K v^^'J^K r^e^y^JK h7>K7yU 

> ? ^ h\ tKn^nnfTvK, h 9 if* 1 * 

Is y v >JS$t=SI£: LT(i> h ig^n-^y 
^>i5J:W^3^<-/^>4tr*«**ffeir4o ACE/NEP 
B«j»±T>^*-r>^>je»BI* (ACE) h^14^> 
70 K^-/^--tr (NEP) ffi*ftffl*#*#-^^D'rT- 

fc|BjB#K> ^WttNaflJR^^KO^»*B»LT]S5JfiL 
K h U <t Xf*t- h 'J 9 - b i ^*if ibtt^o /9 

x_ (f ^ y 1/ V J > (ep I erenone; epoxyraexrenone) i:"(D 

6/40257 L T A I I tSfnM tT)V K^tn/ft 

tt. *«W»± Cl] 2-Jih*v-l- [ [2* - (1 
H-fh7/-^-5-^f^) tf-7i — ;U-4--f )V] 

<ni£.t^~?\suy > ti&fr&t>*tx*2>mm, [2] 

1- (y^nA^y;i/t^y*;v^ ;P^-^r v) 

- [ [2' - (lH-rF7V-iV 
-5--f;v) 7x- ;u-4 ^>X^f 
50 ^ try-*,- 7-*;v«y7 - h 4 ^{i^o^t^^ 
UVy >b*fafr'kt>^Xt£Z>Wm. [3] 2-^b^r 

> - 1 - [ [2' - (2, 5-yi: Kn-5-**V- 

i, 2, 4-**tyr*/-)u-3->fjv) tr*7^^;i/ 

mMttcli [4] n^;u^>. 3L-fu*yjU9>^ /OV*)* 
50 80^U»#HfcLfct<O*«fflWFU*«aiJ4rir 
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£ |i!B# K $> 3 v^i^fP^ g £ £ v> TSU * l-S^I" & *t> O 

mm** ^t't^fswoE^^-g-Jtt^o ai 

I ftfom 1 7 )V Y X T n > mtnM t £ m.A-& t>^r X % 2, 

mmtt. m*-i£. mmk ir*k mi, mm, #^*;t 
m, ^vvffth $im, %-m m, 
t) , mm m, &r-&m\, &m.n-&mi, famm 
m\, nmfr&miKt') , &mn. w-mm m, 
ins-mm, i^&mm, frmmzt*) , iv^v^i, 

*snKt:fi4t^-t^i, ztt^^mmn, mm 
ii, form®. i&mi*!&*n ®5i*ii*r&i+> ns&rt&tt* 

ma, ttc. mzi£*mwL% t'<D}m&<r>imn®. j *-t 
4it <dx^ %> ftm?} *> ^ \tmm 4> oMB<oa*to 
# zmwLitzammmx&ix ftmitw 

n-*^*t* 0 $<bK, amm. mawm. mmmm 
m, mmim%i?v>&im®>zm±m^xi> <t 

tim mi, mnm. mm. \d)vm. ty-t^m* 

;K mh7>, T'VT'va, 7n>**- Y 

m. *W>m, Yyif>Yif 
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t'<7>rWW.m. ^y^ym. V)V\£>WLts:t'<r>ms-m, r 

mrnm. mmm, ta&itm. mm, ®.mt 
m. umu^-m. y^-^-tts-m. ^-ya.-Am, 
•3-7--<yym% z&mf mmR >vm \$ $ 

hiz^-yy- >; y y y ZixxmykZixh z t 

io xz&o &u®.H-m<nm?\\t. wmthxw?m-zixz>j- 
jeffl * if *** *r e> it, -e- tt h mfr&x&mm v ^ *t 

(±. -e-o^rsftSE^sr^-riEasastsncuv^r, am 
mm* 0.6-39 ms% (**-ct 0.7-2711 

%) , 7*KXfD>gtitI4:0.06-3 5li% 
(5^-et0.6~2 31f%) iZti-?ti&m-rZ><?> 

20 ^\tmmzmmi\L\^tz'mMM<r>mfixh^x t iv>„ ai 
1 t r t- n >jstnai t *ia*#*3*-r & & 

=¥^> -«tW«K««, ttSU, K# 

2>vW±-?-c0'|lfe<01IH*#JiL-C^*!)t>it-& o *12ffm 

-frofcSRKH ur«^*SIB*iS;#*o«j l / 5 o J3L± 

T, ? ^ L < lit^Ii^^i 1 / 2 WT) 
O^H-r*^o 01*. IX. *A (flt*«j6 0 k g) <7)S5lfll 
m&tfcti4i3F£k*>itmK.i3ii*X* ttl -5 Omg/l; h 
/H (#*L<I±, ftl ~3 5mg/t h/B) WfgfflO 
*>7 : '-9-;w^> ->t'^r-tr^;tt, CTx.<f, &)0. 1 - 
3 Omg/b h/B {Ut L < tt, ^2-3 0mg/fc h/ 

B) co^Hco^T'n^y y tmttoiz'&fr&fr-it&z t& 
40 X%Z> a wttfbwfflatgfflfi-BS-^*^ 

frMi-*fzMz&m*&&'<-xx'mmx'$z>TbK mie 

Hb<0IIH«:#IiLT***btt-& o #fiflE4(± 1 B »c 1 - 
3HI (»St<lil@) a^-$*t4o ±IE<0AI IJS^/l 

*bKia«Allfta:*i:#*r«ffl$*t4flJflai|iJ (« N t 

50 
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[0025] jflL^PtT* mmmmmxi t lxi*. a 
ttu-MtLfcn h>f >*y >«#j ; >*y ; ■/ 

* >>f >*y >3Ef& ; 'f >07 7^ > h £ 

(«. INS-lf) . >f>^U>« 

n v^V 9*Sl'*tz\**W\"1 GI-2 
62570. JTT-501, MCC- 5 5 5, YM- 
440. KRP- 2 9 7, CS-01K FK-614 

, *>*y>4HMHt» {7s)v*-)v*?v 

h\ ^y^ntf^K. ^y*l£yb\ W b\ 
^ij^/-^) ^ Wf^y-K. -^x^'J-K. 
^y j=.KSfctt*0#/l'V^Att^». GLP-1 

v^o ] > ^-offi. v^-/^v;w^^^— fe* I VBWftl 

(#!k NVP-DPP-278. PT-lOOf) . p 
3 7^> (00. CL-316243, SR-586 
11- A. UL-TG- 3 0 7, SB-226552, 
AJ-9677. BMS-196085. AZ-401 

5»BH» > *«r*ia»*J (flk ^ja-y>W*'J 

^^*=^>»t/L#J*) > SGLUT (sodium-gluco 
se cotransporter) ffi#$J T— 1 0 9 5*) 

>*y >««tt5fc#SHt LTttttRfcf*^ 1 ; * v>> h 
[0 0 2 6] *||||j|lLffii6**i:UTrt^^f L >**aiJ. 

[0 0 2 7] StJfiLtfe^ LTIiGPIIb/lllaJS^, ®» 
IfbUZo GPIIb/lllaJStn:*^ LXtiT7*s*Z''*7& 
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? n e K ^ w * £ tz \ i T x fcf y > * t & mf h tt h Q 
[0 0 2 8] IfflitMl^ LT«±, xxhn^ 

[0 0 2 9] M^:Lt(i, «x.(fTIB^*^-t >m 

^>o » r*^*>*ft*JJ tLTIi, «x.Jf. 
T--fey>^ S^Kn + y^fnv, ffi®^ 
T^ra^y-jP, h u y ^ 

A>f'Jy>, 70^y7x>, ^;P^n^r-7i>, V 
^e^ri/^^^, ^x>aH/5 7x>«:f) , 
20 LH-RH7 jxx h 

b7vt-;K rn-r^-^fa#* «»7 7Kn 
^ny-;K 7*^xr/iW . gtr>Kn 

tr) , 5 a-uy??-*fm^m m, 7^t^r'j 

7if7tn>if) . u^-y j v&XZfu^y j 
[0 0 3 0] K Rb^»ife#JJ t LTM\ 0!lxLifr;w^ 

tf, hUyx>7^^- K, iS^^ hDyx >V 

40 hy^>yn^^7 7>, 7X^7 7>^ JSK-A 
< h7*nxh-;K ^iP777>, yijfr/iy 

> , 5 - A Tf. > % i; >J» T "7 f 7 A ."2. > -4- K 11 yh 

a. h y ju^uy^ ? ^ ^;Kxf>, DAxf 

y^>, t^'J7 p 7f>, 7^^^>, T>/^ 
X^>. fiSy7n^^y»)A, -7^t-A^^->. yi^ 

K. M^t^^7 7>, hn7*^77^K, 

50 f>Xf777-, 7K-tflx>> N v^x 
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7r-KW7>y^'A 5-FU**»l (flk 7 
j^D^viK -rify-)V^ UFT, K^rv7iMJv 
*^^7-^, 1fVi/9 \£y^ .x ^ x 7 — ;U & 

>hx^f env^yA, O^y^'JyV, < 
C, ^U^y>A3, 

*a»K*v;nfv>. ttt»r^7;nfv>. fi&tr 
7 ;nfy>, £Mfcjc}f/nfS/>\ ^t*wx^f 

^x^-fvv, fji/37/fy>, rfr^y -7>mj 20 

[0 0 3 1 ] R r^S*ft^J (BRM) J tLTIi, « 
kfy/^-^ *V*^->, yv + 7^f7>, U> 

T**>«fc<, a*. fl^F** f 2 0,0 0 0»T^/f K 
X\ ft^kOIS*^J:9fi«Tftffl*«»S*t*H 
^-j&*«*tf?>*U (1) EGF (epidermalgr 

owth factor) i fcli-J-ix t ^KMKPJ— Oi&tt 40 

[flU EGF, /M/^^ (HER2'J^K) 
4£TJ . (2) >f >vj. 'J V^/c<i-^tL<t|IKW^|W|— 
[ffiU r/y^'J^ IGF (insul 
irv-l ike growthf actor) - l,IGF-2&£*], (3) 
FGF (fibroblast growth factor) t tzl*<£tl tUS 
Mum-ofttt**1-*»ll m. KttFGF, tS&tt 
F G F> KGF (keratinocyte growth factor) . F 
GF-1 04« . (4) -eo^O«ii5ilHT' [«, C 
SF (colony stimulating factor) . EPO (erythro 
poietin), IL-2 (inter leukin-2) . N G F (nerve 50 
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growth factor), PDGF (pi atelet-der ived growth 
factor) , TGF/? (transforming growth factor 
p) x H G F (hepatocyte growth factor) . VEGF 
(vascular endothelial growth factor) t*) & 

ft440t*otU<, *#WKU\ EGFm 
/NU^r/SS* (HER 2) , ^ya'J^ift"- 
l > <f> is 2. IGFS^ FGFS 

-t^f > (HER2 l"ty'?-tjifc) teFtf&ifbti 
2>o «HS«>*3J4Mfefc. L-TX^^-«fc\ r-tiT 

httttL 7K«^^ U > • *T h U * A, h 

V^9— If 1 IB** (01. ^ u sv-ny, h^r- 
iiy%t*) . h#>fV^9— t?I IB«X («x.lf. V 

ho 

[0 0 3 2] m ^ft* L^famMt LtliGnRHT^ 
b ££teT >*^X hftif^tf fetL^o GnRHT 

tf ^tL^o GnRHT b . T > ^ ^ b<O^#:0IJt 

LTfi. ffilxtf, b'J-h^>h^^X GnRH T 
tn7:n>h7A-y^ t>k ^-x^^r^y 
(Treatment with GnRH analogs: Controversies and p 
erspectives) h'^r; > *y v > ^ — 

7* (1*) (The Parthenon Publishing Group Ltd.)§Hf1 
996^] , #S¥3 - 5 0 3 1 6 5^*&*R. ^I3¥3 - 
101695-?-. P37-97334 J; r^ffl 8-25 
9 4 6 O^TtemZt £ '^JMRZiXX V^^T^ h'^^#»7 

[0 0 3 3] GnRHT > 9 Y t Ltli, Klilf, - 

«St CI] 

X-D2Na I -D4C I Phe-D3Pa I -Se r-A-B-Leu-C-P ro-DA I aNHa 

X(iN(4H2-furoyl)GlyS^:iiNAc?:. AiiNMeTy 
r, Tyr. Aph(Atz). NMeAph(Atz) frhmt fl&ft.&i, 
Bt±DLys(Nic). DCit. DLys (Azag I yN i c) . DLys(AzaglyF 
ur), DhArg(Et2). DAph(Atz)io J: M)hCi frbMHtlZ 
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5S*£. CiiLys(Nisp). Arg$fclJhArg(Et2) Sr-tft-F 

Ttt. WO 95/28405*2* (^¥8-295693*) . WO 97 
/14697*43r# (#H¥9-1 69767-?-) > WO 97/14682-?£: 
m (»B ¥9-1 69735-?-) . WO 96/24597*-<&3S (WH¥9 
-169768-?-) . fxy tf'Jy>Sft^tt 3-(N-Benz 
y I -N-me t hy I am i nome t hy I ) 4 , 7-d i hyd r o-5- i sobu t y r y I -7- 
(2,6-dif luor obenzy I ) -2- [4- [ ( 1 -hyd r oxycyc I op ropy I ) c 
a r bony I am i no] pheny I ] -4-oxo t h i eno [2 , 3-b] py r i d i ne JO 
m *IB«Lrt:W0 00/00493*2^ fxytf'J v/> 
&it^%d fffl, 5-(N-benzyl-N-methylaminomethyl)-1- 
(2, 6-d i f I uo r obenzy I ) -6- [4- (3-me t hoxyu r e i do) pheny I ] 
-3-pheny 1 1 h i eno [2, 3-d] py r i m i d i ne-2, 4 ( 1 H, 3H) -d i one 
mi i Elft L £W0 00/56739* 4 if i f ^> *t & o 
[0 0 3 4] GnRHT^X b fc LTIi. ffilxJf, — 

cm 

5-oxo-P ro-H i s-T r p-Se r-Ty r-Y-Leu-A rg-Pro-Z 

YliDLeu, DAIa. DTrp, DSer(tBu)> D2Nal£J: 

Giy-NH2*-e-*t^*t^-r] -c^stt^iafStt-^^ 

Z^ 5 NH-C2H5-e*>^>^'/^ Kifctt-tO* (BPtu 5-oxo 
-Pro-Hi s-Trp-Ser-Tyr-DLeu-Leu-Arg-Pro-NH-CaHs t?^ 

a - :/n V ij > : ^ffllp°aIi*S^±S) 4 kWS 
T*£>£o MGnRHT^^b - T > 9 > t LT«S 

bl **bmb > *«m («, so*. =*'^* 

t — ». 1?-* : * -* 
^ <£> ^_ C- /J" ^ C* O 

[0 0 3 5] GnRHTn*-* b fc LT> lEO'J a.-^n 

(1) =M:HJ >(Goserelin) 
[ft 1 2 ] 
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r 



(#HWH* 4100274*, #MBS 5 2- 1 3 6 1 
7 2*), 

(2) rtV'J XBuserelin) 
[ftl3] 

CH, 



(*BHttNo. 4, 0 2 4, 2 4 8, Y4y*fcff%2 
4 3 8 3 5 2*. #MBS5 1 -4 1 3 5 9*) , 
(3) b ') rfY V) XTriptorel in) 
Hfcl4] 



(*H#§fl»4 0 1 0 1 2 5*, #BPB5 2-3107 
3*) , 

(4) ^rV-'JXNafarelin) 

lfbi5] 




Wmftmm 4 2 3 4 5 7 1*. #RBB 5 5- 1 6 4 6 
63*. 111686 3-2 6 4 4 9 8*, |i]BH 6 4 - 2 5 7 
9 4*) > 

(5) t^hV'J XHistrelin) 
lit 1 6 ] 



/ Tn> ^Ser^ Tyr 



CH, 



(6) fXU l/'J XDeslorel in) 
[ft 1 7 ] 



^ ^Ji. r=?t *fc sett ^ r /? r\ /? ^? J=- r=T < o i o a o r» 

v/j^tiiji^rtm -± ^ w o w i o , ri t ^ « ■* o j 



(7) ^fl/'J >(Meterelin) 
Hfcl 8] 




m ch, 



50 



(PCT WO 9 1/18 0 1 6) 
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( 8 ) KW'JV (Gonadrel i n) 
[ft 1 9 ] 

(K^-y#fF»2 2 1 3 7 3 7-§0 U t\ itzlttilb 

[0 0 3 6] ifELTc + T*^ *) a.-?') > (Sl'Ja 
-yDW'J>) , 5- (N-^>-»-N-^f*7 5 
/^f*) -1- (2,6-/7Hn'<>y» -6 
-[4- (3 -* ^yfl"! K) 7i-^]-3-7i 70 
^;U-^/[2, 3-d]fcfU 5 v>-2,4 (1H,3 
H) -vsj-VtJtli-g-Ojfi, 3- (N-^>v;w-N- 
^f*7 5/^f*) -4, 7-yt Kn-5-^fvy 
(2,6->'7Wn'<>yJl') -2-[4 
-[ (l-tKD*-/y?n7 , nifjv) *;v#i^r^ 
7]7i^*]-4-t^f7fx/[2, 3 -b]fcf'J ■>*> 
££l±^<7>i£& t;Wi St LT»±-hiEAI Ijgt/L 

[0 0 3 7]*Hii:i3V'T> (A) AllJfinJjgi:, 

(B) i§5lfilEEr&^, iMSIsrFm ^flgJto^V&^. ft 20 

izmntL, mm&imt vxmum~itz\umum 
K&-!j--f z> ^ t &x £ * o x» £su * u^sijft l fc» 

A <0*««ij 4irmt4 &*tffl * v Y % i?) , 80 * 

Lv*atfl|fc Lr»i£lTO(l)-(3)OjR«***»f ?>*l-5 0 
(1) (A) -AlUStnaii:, (B) ffijfcEiftKX. J&LfS 

iJ J: W%***»?>atf*».*-tt4fcj±-«JeUi (»* L 

*Ui, ««W*/h«*A- y h+K r (A) AII&& 

hj t r (b) «jmE^x % jmwf*, jsssiflis^ 

lftLS-tttfcl±-«^± (ffiL<lir-=l) 
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(2) (A) AII»!na6*^1-*«{ftte«Wi:. 

(B) MEteiftiK* JfiL*»T*, {ft 

»»io*/Miifti- -y h i±, r (a) ai mamas* 
-r^Wimmi t r (b) xiEttaak mumtf 

i=»#jfbs*Lfc-«ja±<oifetktt»#jii, «fljt»t l< 

ICil^LTm-SlPJt LX&mZtlZx, ZZX (B) <0 

rstiflL^j > r!E^»!i»#j6«?isj . mmmi 

<, *8U*U«MfcU »IfflO-ttJtt± (iff 

4.L < OUBttiEBJBKWMftLr t iv>o 

«ffl*Ktt T (A) AllSf«aiS:#*i-*«5tttt«#JJ 
is J; If r (B) i^ifiiJE?65*^, URm AWJfcfitt 

(3) (A) AllStfE*^#*i-4^ife14S?SlJt. 

(B) iSjfliE^ai> jflL*I^T^, AKiueifiMK, St 

(i, »#J<0*-rMBfti--y K±> f (A) Allfttnl** 
^•*1-4»JiScte^JJ t T (B) ffiHE%«HS. Jtt«Pf 

>♦ »c*»ffc$itfci:!lJJl±olfelfctt«ffl*ai>5r l 
tftfflntot^So ---r* (b) o«s«ctttW>j#- 

rjn«*T*j > r«flBA&^aij , rstjfli^^j , 

gu^ icss^jtbL, ai«o-«£i± mi l < i±-~= 

r (A) Aiijg«:**#*i-4^fe14$s^JJ fc-fctf 
r <b) AJaE^*^, jfi*i^T3i, nniLffijgflRx. 

-mt tz\t~mx±. (»*L<ii-~=tt) oas%£# 
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(\)ijyr^^9 y t7 9 

fetes* * i± * > f-'j- ^ * ^m.^n t 

m.ammo ftizftt l < fi * > r**- ? > 1 7 9 y x * 
(i 0* yf-'-y-^? y • -/Vt-tf^t?^ F^t^a* ;o 
• v>v^-fc^;vt 7 9 Y xi^-t&fel&teMM, 

(iii) *>r-*-^^^>tT >n;U?f Vt^a^te 

Yus^??-yi&%i-z>'&m\Z.Mm, -hy?*t*?y 

^^m-r^m\tmmt7Y^^^9^-yi^-t^ 
tk&m\ t Ot^LxteZ) '&®.\tm.m itziiuy-rv-jv 
9 y *$mi-z>®ffi.&m%\ t 7 Y n/-?x 9 ^ y z&G-f 

%'&i&&m%\t*®.fr&t>^xt£&'&ikn.wM 0 

(iv) # V-t**^^ > • vV4r-bf-;VtT Fn;W?f > 

(v) * y 7'*)rA> 9 y 1 3- j > t z®.&&t> j ttx 

c_ d. cS'H ^ pt^JA UtU£s:7ifc a. ✓ / v y* x ^ en 

yr^)^9 yt*.;*f^) yz&m-f&felfctiMmo 

(vi) # yy tJl ti^9 y ■ vl'*-tf)i'txy wj >t 

• yl/twt xy*t;<ij >£-£-*-f£&ik 



#13 2003-1 13120 
(vi 0* >t'-9-;V^ > ti^ h7yt-^t4:t*^te 

^ z> &im.$km 1 3. 7, y y v * - * * *> ^ 

9 y * -g-*-f ^» #St14^SiJ 1 3- * Y v v * - )V z -i-^-t 
(y\\\)iiyT'y-A'9y • \/V*-ki-A't3-XYy-J-*- 

)i'bi&.fr<kt> J £X%:2>'&tii&mmo M:i£MK\±, -fry 
y-'^-)V9y ■ yUt-tf^ti^F^y't-^irMt 

%'&w&mm. *ym?> ■y^wmt 

#lc»iL<i±*>-r'- 1 t^^> • yy*-tf*l:« b 
v ->* ^ - )V i -t-*i" -5- ^Sttt E*o 

(ix) *>-f-9-;v^>t'Ji-7'U > fc ^a*.-^to-*r^ 

* lt £ &«iftts^* i fc fi * y r*y)\< 9 y 

(x) * >t-*-^;v^ y • yi/^-tf^J: 'J A-y; y t z 

* y 9 y ■ yu+'tf*irt*ts»Mii 
Mb') y ics^'t & igmtrnm t^ttLt^ 
&&M.'&wmitz\*Jiy7*y)\'9y ■ v-v^-t^-^^-g- 

^a^lCii^T, Allfttt^^riiSS - 5 0*g% 
(#£1X1*5-4 011%) ^rE-a-L, i/-:. 

Ztz\±-mX±.<r>m%!>t LT®#S5JfiLJE?S*ii£ 1 - 5 
011% mt L< ii5-4 011%) , Jfc«^T*^ 
1-5 011% (#IL<li5-4 0ff%) , Afl&lfll 
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%) , fomtmi 1-50 fiS% (#£ L < li 2 - 4 0 

ms%) , M¥»K#^ai*o. i - 5 oii% w 

*L<«0. l-4 0lf%) , a««:0. 1-5 0 
S*% (ffiKttO. 1-4 011%) E"fr3*t* 0 

*tz\$J]>7-'*y)\<? > ■ isV**.^-)l>t^ TfY-xn-t 10 
;ffiJi*-*i-?'*i.5~503;i%:fc £0*1-50*5%, L 
< Ii5-40S4%*5 i 0*1 ~40S*%T'*)^o 

9 * > O-£*gJ±-£*t-? r *L5-50*a% 33 X 0*1 -50 
*fi%, SJ* L < {±5~40*g%33 <t 0*2-40**%"?* 
4. 

^/ < ij > <o-g-*a <± tt -etts - 5oss %&£ on - 50* 

*%, *fiL< t±5-40*4%33 J: 0*2-50*4% 

(HA*) K*v*TI4BI5ilftft«A»Ujkt^ 

9 v^-;KO#*ati-?*tt-Ptt5-5oai%^ J: ZFO. 1 - 
50*3%, fffJK li5-40*S%i5J:y f O-2-40*fi% 

>itz\tiJ VT^fr? > • yl/*-tf*t, ') i-y) 
>O#**(i'?-tt-rtt5~50fia%i5 J: 0*0. 1 -50** 
%, fiFi L < Ii5-40*fi%33 i O*0. 1 -40**% Tr* 

mm, jfiiiff^Tii, nm&Lm-temm. tn&&m, w.*zm 
ituii, 9ix.it, (i) M\mtmtwmm®t% 
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^ (2) M\tmmtwmm®tim*iz®fo&$tm 

*K&mtnm\~mmLx&btiz> 2mvi±.<r>&wm. 
sfflon-jft-^eK-coi^wjiiiJv^-cos^ (4) 

T»<b*ts 2mA±nfeifo&mf}<r>&%2>iSi5-m&x0> 

&mn~miitLxftbtiz>2m&±.<o®immi0>m 
%z&5-m&x<DmN\mij3^x<7>&*3- wz.i£, ah 

[0 0 3 8] *»9!Kfflv^*L4 (C) &Wi«4Ftt# 
'J-7-tLtii, tfiJxJf, «-tKD^y*Wyg| 

(flk J")3-JHI, SUM*) , tFnJfyyAHV 
MM («, U>=nK*) , tKD4fyh'J*Wyf 

(«, *i>a*) *oit£i±*?)#«?*i, &8i?> 

&*£-#, #*-£-#, i/cli-e-O 
yy>-L-^?r/»f) ; fti*-^U"f 

„-tKD + y*^y|Jf^ (»tL<lia» 

-^'j3-JHi^) > f©xxt^ 

L<(±. fL^-^U 3-)UKl^# > fOxXT^ff 
l^^rffiv^*^ -g-oa.iKJfc (*;w%) l±l 0 0/ 

0-4 0/6 0* ! !lfiL<, 1 00/0-50/50 * ? 

T^I^iJi^ *tF 3 , 000-ltJ50 ( 000, 

£ff L<l±^4, 0 0 0-fe,4 0, 0 0 0, $f>lc$f 

SL<li&5, 0 0 0-^30, OOOT-^S. it, 
(Sfi¥^^fi/fc¥^^fi) li, a^l^j 

1. 2~&4. 0^4f*L<, $<blw^l. 5-3. 5 

^a^i^UcStii, 1 1 

0, 0 0 0, 7 0 7, 0 0 0, 3 5 4, 0 0 0, 1 8 

9, 0 0 0, 1 5 6, 0 0 0, 9 8, 9 0 0, 6 6, 4 

3 7, 3 7, 2 0 0, 1 7, 1 0 0, 9, 8 3 0, 5, 

870, 2, 500, 1, 303, 5 0 0014 if© 

4- (GPC) -CMjeL 
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PC*7AKF 8 0 4 LX2 (BSftmiSS) *«JB U 

-Mfofc^-fr;* 'J -7 A»*-c**-jK*vA<at*iltJ6L"C 

**^7e1: l~XZ> mW-fyttm t SI 51" * . *S^Se» 
ix <£ <i> Sc¥*&fl^?-* a*****-?* 4©»:*tLTGPCl 

if, ^mm^mm, *7i«m h^k. 

If. tJ";a- ^®£7)> f> 

14, GPC»5feUJ:*ft¥^P^*»3lf56*KJ:* 

ifc¥^?3-?-i t muz— get z> 0 zmm-yv^-fr 

BI*^o»-&J-lJ»3r— i: 14, j: 4 

R 3 l ! **Tia , G p cm&K x bBWbfrHknib o . 

2~%}1. 5f&OjgHrtt?*4C: t £v>v\ tS-i L< (4 
&0. 3~£jl. 2te?>tSHl*Jt?*>££ t*v^ 0 ?L®i 
-^Ua-JUl^li, 0llxlf, *LBfcfc^'J 
*&OifcMEBi;Jt*lt'fr (#BPB6 1 - 2 8 5 2 1-?-) 
^>4vi(i5^^-f Kt7'Ja7-f 
^^rfflv^cPg^S^- (Encyclopedic Handbook of Bioma 
terials and Bioengineer ing PartA : Materials, Volum 
e 2, Marcel Dekker, Inc., 1 9 9 5^) XWLt&XZ 

M iMm<0 # A> v ;H6tc L ( v - ± A- 

^-y 3>bn— ;VK U 'J -X (J. Control led Rele 
ase) , 41%, 2 4 9-2 5 71, 1 9 9 6^) Srffi 

**lbi- =» - ^sa-fri*:tt&tto«aj£ (« 

x.lf , ftM*M*ft»£-&* # P3B8 6 1 -2 8 5 2 1-? 

itft (0!)x.lf, WO 9 4/1 5 5 8 7-*&*#!H) flS 

#14, 00x14^ -U 'f>yjW\'fA (Boehring 

erlngelheim KG) frh~fi%LZtlX^Z> &<D£ffl^T& X 

, , rt--t 1 1 — ii .A^ A4- /r\ -r- -f ii £4- » J- frrtJ: 

*<fr{fc4»<b&fclO«t8: (0Utf, «rHHF7 - 2 7 8 0 

i 8-?-<a-##HB) -esHt-c-i&o cti?)<o4fl:rt»»tt 
fflut x^ 0 ^smnmLtemmte (d> gm^m* 

£&l?S&WL^T-*ftlf#m;t$*vf, ^JSttt 
LTi403;iif2(ffi (09, SS, **v")A, -7 



(20) #K 2003-1 13120 

(01, ®c, y;U5->7A, T , 4flB (08, * 

v^^v^A^^lf <btu4 0 &m±Wi<r>%t\~Ui Lv> 
Ii, Hllx.lf^nr>"fr:*^ ffiK, HftTkSSK, 3 

7 yfb*«^) , nm. mm, ^*->r 
\mmm.ij^^>n. ^mm^to^mm, rift* 

tL<J4R*»l«:v»L9 0»)IS»e*A'^>at («. B& 

i]>vx>m*¥) mwm^ bti*o mmm* )v^ym 
i±, t^hb^tyf^a<o^-fnxh^xii> flgro 

*->®t («, 70>S, 7*9 *WL, Tvfcf 

>m, tf^t V>»*) i3i:O f j^«ic2>fcv i L9<0^^ 

Vtj)U#>>WLt LTI±, 0flx.lf^mi^2 iv>L9«Ml 
BBJK^h U *»tf>m m, Y l ) * 1,2,3- 
•7*^ > h '1 7j;v**>ffie^) if* ? fliv^tL4o BiliewJl 
fl^*;W**>Rl±, 7KK^^ 1 ^v^L21@*LTv^Tt 
£<, Z<OX i %fflt LTI4, 01xlf^'J IL 

40 a?, 7 -t * a- b n >®i, >j > =fgt, 

*i>K*^jt»f^*L4o fl&tefil »SL 

\ un>i;j /js< <~ / y " ■* * t-L^ v-^ o v_ <^ ^ \ 

*V4 0 ^#^SttLTI±, 0!lx.lf^.S.#®, 

*0*#«tLTIl, ftfc*l««ti:Ott (0!I, ^ny> 
(08, ^Ir:^. H-ftft. a^ffcft, wiimS) , 

50 ii C01, mmrn* fr*>mmu. (00, ^Kft, 
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ffiffim*n< (09, £Sffi#&, f£®c££&, ^ 

f&£ (09, 3c.t.#S!3E£&, -9-'J^;u^3Ei&, 

fc% A^y^AtiMtwfi (09, Any>ft*^y 
A (09, M**v")A, ^ffc^^v-^A, 3-Mb* 

K#;i/v"5 A, -f* vr >^*^->^a^] , 
Ak*«attO«l [09, l»**>^^y^Al 

•>^f) , (09, 

;wy-fc h-7-- hfcif, v/^y^Ai t OJtS 

A, ^-ftv^v^A, 3V1t-??'*~>V&, y -yft-? 

A, f*-/7>S7^yyA|) , 7^yfAi* 
tS^fcOJ® (09, ■BEK*A'#>'l'i r *">f Ail 
(09, M-7^^yvA, »l7n-/vA, 

*y?A, fLKv^^v^A, * JCV^-r^^v^ A, 
^^n>f-7^y^Af) , ^SJ^^-V^Aitg 50 
(09, $MSv^^v"fA, *rVf-)V&rr>f* : y*jU 

£Mmty>l (09, HMfc8u BMM», Sift* 

ttttffcft, »7W7-tht-h, BHttffift* M&T 
-b^;W7-t: h-^-- K if^^yvA, **yvA7-t 
R^T^v^A, ?^->W7 

-t^;i/T-t hi— K K-fbffii&^fflv^n, 

0ex.Hf#H¥O 9-2 2 1 4 2 0 -f-^fE** 

[0 0 3 9] JTF, ±ffi L-7t 3 oco# £ L ^tK : 
(1) (A) AlltetftlBt, (B) ftAEjftft*. ifctt 

* <t St*** t> sif *t£ -a i ?t i± -m&±.<om<®> t 
ittLxzz&m&mm, (2) (a) aius^** 50 
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(b) Msk&^mm, stm&r 

(a) M\$itjimz^%'r2>®mi£mmt^ (b) aui 
s^as, wirtf*, ^flfjflL^-te**, %ial&ie, 5 

m&±<om® i i&rr *> m^mm t z x % 

HI, SbfiL^E. 3E#«8l«*^*lll*sJ:im*ll5«»featf 
Hi-nt fc«-«J3l±o*»*^fi-4»ISctt«SIJ 
is iff rAllfgfit^t, KJfli)E^«*, t«lfTi, ?Si 
IBA£%jRK, gLHH^*> S#^B*fe«?*i3 J; zmm 
mfrbMtftiZ—U i tz l± - «J£Lh<0 *«& t LT 

[0 0 4 0] CAIIJStaa64r**1-4»&tt»#J) AlUS 

«, AllJStn:* [09x.lf±ieoT>^^T->v>ll»tfL 

% (WT, ;ti«Ai i»«:ftffl**i-4<i:^*fc«: 

-eoSSif^t LT(±, A I IJSfitftfflt*^-*^ 

sr &%-t z> h mm* * ^ f * j ^if <b *ts 

S«iftU#*^JK***S*T<> iv» 0 ?^SP 

v^r, a 1 immmimi-zit&vo&i.rr&.teftfrm 

[0 0 4 1 ] Allttt(tll5t**-t*»»ttII|JW»CiJ»t4 

a i ijsta:ftffl**i-4fb-6-i»«5E'&*«±, ai isst 
sfisttttsiflij^A 1 1 mmm zm-t&it&yi t 

y>»tt XV frb%2>®&, A I Iftfitftffl* 

t, iiUf^l -*5j5 0S1:%, J: »)»* L< ii»5~ft 

4 5»*%-C**o A I IJS«tftffl**-t*ft-6- 

frb%z>®&, a i iatftftffli^-rs'fk'ft-*, 

r, a 1 usfitftffl*r*"r*'fk^wiia*«»i~tt5o 

**%, «t 0 Ui L < lift 1 5-45 -ft&^, 
#«^Jlfb-&%<iii#ft 0 -ft 2 0 Sfi%, i t) jf t L 
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< am 2 -mi 5Mt%-c*4 0 

[0 0 4 2] Al IJfflSi3l5***1-4»&ttll|JWtt, $ h 

\z (d' ) *»=»*tto#«&iKft*»**«yatT# 

#JS-ft^*®T, ^aflHtft-frft (SFi L < I±tK 

^a^tt • m.m%££mitmtz>z.t\z£-?r, &a« 
ttfb^ (»* l< i*&^mi§i&.<?>£mm&'(t&®>) <r> 

IK »^L<li3 0*m «t •) $f $ l < i± i 
ifitc^LT, — &ff)KI±3 - 5 0 0%, J:»)4fiL< 

(±5-30 o%o|gffl^c>s{fn.^o ?s*D-r^.7ki±, £ 

*>um^»n • wtzitzz burnt muni-** 
k<±> ^m^mit^ mnii, s=g» 

tthVJA, Mta* *'jxfi/ 

LTI±, fl!lxl±\ 7kKm&&<7>&m&mit&%!l t 
feVc^ta t'&mifbti, 7fc#iaL7t7M-?tt?# 

"""^ — — *» l -V » /> r-4-» Jj-t > — r t . Ttr *-f*. J-rt. / r . /v m_ / i-r — i- 

10 0 4 3] *f£9iO TTKtcai^ltO^iB^JS'fb'^fe^ 
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*»3LT»"b:h.&jft39\l K#v»T, ffltfl-k LTffl^fe 

m(o^m±mit^m Aiist/t**-s-*-j-4ijitttt 

>tLtS6Ltv^U<, ±aSttfk-fr», for 
uyjv yttzMZtib Vis. ±3 J: O^-fcrtfl-JSHi* 'J v 
- Ofllti.*— 4 ^|±M^ t * ft-F*Ll8te#* L 

Lv»«j6ftfcLTJ±, £a«t£fb^ (0iL<li, * 
K&igliO^ai&tfrfb^*) , TKl-SS^ttO^-ffi^Ji-ft 

#Hffi#^fb^/£*&gLTf#^ft&j£55-J tzS*^-^, 

20 ^tt<o^ffi^JSfb-s*«r*iaaLT#e.tL&^j op 

[0044] Aiijsa:****-r4iteBcit»j|ij»=^it4 
*.«taLrw^tt-5>gc5-j oge^-S(±> ^arStt-fb^ 

r*a?sttfb^i±, a#^i-^5osfi%> .ti)^ 

f L<J±^l 5-4 51S%, #lCffiL<(±^2 0- 

4 ofi:*%r% -ffe* s r7KMai--5.*(c^14o^-ffi^ 
mit^l l±, a#&0. 5-1)2 011%, 
40 L<l±^l-ltJl 5fi*%, 4ftc»i L< (±^2-^1 

[0 0 4 3] AiiJSCtSEt-^-tf ilSESS:i£S8B«5®SS!i 

v^o a i ifsetftffl^^-r-sfb^iJitf^rt^tt 

50 ^fttcov^-c^-f-^o 
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(I) 

( i ) O/Wffi 

() S?»U*ttD*., A I IJgJ/tftfflt*-t4ffc'&**'S- 

ti, aii »fitftffl**i-*'fk'&!»^ &m±mit& 

u>m , r;vn-;m (tajx.li\ s-9J-A>^ ^y 
>-fb^-ft7K^t Uliv^OD^ 9 7JUn-;pfc 

&<^-£-;b-££7;un-;vfc LT(±. Ai ijgfitftfflt* 

^y-^JSf* L<, tfiJxl£4, 5-yt Kn-5-* 
#V-1, 2, 4-*Wr , /-A'-3-f 

t, *sbs^ 

a, # 'jxfpy^ij 3-;^<7)^>J X-frik&yv^ 
•Sr. *4v»Ji«ff#Jt LT, — «t-fflv»c>lt4/<5* + 

tfjKli&O. 5~&7 0Sg%, £ *)«f4 L < 1 ~ 
^6 011%. »lw#iL<lift2-«j5 0M%*»t> 
»f*i*. y^nn^r/t^ttSSStL 

$i§#t+0->**nn;>t * >oJt^(±, — S£6*)t-ti^j 1 0 
~&9 9fM*%, tOffi L<<±&2 0-^9 50 
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%, L<l*&3 0-&9 5#«%jJ»<b»;Hx 

fHliPx., O (vfl*) /W (*«) ^v;W->3VSrfM 

oftit-ftio, ooofe, i0ffiL<ii»5t~ 

ft 5, 0 0 Oft, L<I4#H 0ft~<&2, 0 0 

Uv>„ RfMfcfcHi, -ti:$^0/wx7*y 3 y 

A^f) , * vteJW5JStt#J (#<)**i>^U> 
Vfr\£9>mWjW.x-*7-A' (7-f->(Tween)80, y^f 
- > (Tween)60, 7h5 ^-tt] > >^ 
*f-\,y ETv-«§IS#: [HCO-60. HC0-50, B*^5*;P 

m*\ i 3tJ±2tt»w±*a^^*r«fflLTt i 

v>o «ffl^l^OjgK(±, 4f4 L < t±#) 0 . 0 1 - 1 o m 

->vm, mmm, -mm. *>)*m&£u t 7*;m.mz 

n-;MH£: LTI±. ^Jx.lf, ^';-t'^*OZ«7^3 
(^117^3-^g, -v>^b-;L/, y;nfh-^, X 

x(i\ *9J-fr^ 3-9 J ■iv-fu\Zfi,Y)\'^- 

ie<7>**^t LTI±, «x«f, 77kV-x, *vn- 
^, 2-7'*#v>;sK-^^01t^*l«, X 

Wo t,AKtIi 5 !fi L^o ±EO*'J LTI±, 

m, x9**-zm<7>w%m*¥i>*m^bti, i<on 

•9-5 >, mn^, ff7 9yuym^b'i)m^hix 
i>o ±IE<OT 5 /Kit LTIi, L-#<7)i[)(Dr*^(f 
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ti, ^7Kffio«Jl)E* s ^.a^:ig*co?SiiEco*t l / 5 o 
~ft5fe, fiFS L<liftl/2 5-ft3j£t ft-SitST- 

? X ? - 9 - & tx-titW LtctfhlgE. i> L < li»* tzM 

* o * -y-k )v \± &bfrm t tz l ta-jr l fcm> 

X$>Z> 0 itz, ft&ftmks -SL-WXhfi\-£, 

? n * v*-t;u|^±^liliip L^v^ftrtfifiLtv-f ^ 

v\> fcf £ L < li. ftfr 1 0 - 2 0 T,©#aiftftO*frF 

h 0 ti)t>it. *ktt-\*i-frm®.#')-7-t Lxiim.-y) 
^-^m&^w^m^hm^K\tn-i l < li-eco^* 

vnS&tEB, SM::«PiL<li, 

•t-i> 0 SPfi^P^liv^ ^ d ij -f+DWmti: tlz X -o xm 
%Z>i> <r><n^ — j&ifttciiv^ ^n*7'-t:;Pi#:^^o 
fiS^L^f^ ftl 2f$|?SI-ftl 6 8^fW> ffiL< 
lift 2 4 B#P.3-ft 1 2 0 fl#P^ #K«P i L < lilt 4 8 B# 

v^o e*pia^^t Lrii, mx.it, u&m, mwj 

u%LXlmi&$imirz>?5&% ^bti&o z<n%frx- 

10 0 4 6] (ii) W/0/W& 
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wx'&tus, &m&m\t&%) sm$&) , ii 
ffi^*5it^^t/<ois«i±, -&mi,utmo. 1-801 

S%> il^f L<li^l -7 0*i%, L< 

a, t^^->, 'j z/'y&i.tf^itbntzmzmnLx 

(011, ^>-tf>, +->u>^) , 7^3-* 

30 m (Wx.l£, , r-bh-h 

n n ^ > itiiit LTffi^t^ — *WK 
li»0. 5 -ft 7 011%, J: L<i±ft 1 -#j6 
011%, 4ft-»i L< lift 2 -ft 5 0Sl%^f>^lf 

3>*7Kffi ^t^inx., W (F«37MB) /O 

<0^O^**#:»l±-feWt:ii«ffi#aoft 1 fg-ft 1 
0, 0 0 0H, i L< Iift5fe-ft5, 000 

«, 4*U»4L<ttftl 0«-ft2, OOOf&^ibSli' 

ffiffj, ^ ± xfzn'&nmmmmm ( i ) ( i ) «me 

50 [0 0 4 7] (II) 
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IS (I) 07K+$£*SS^iettL^A I US^ffl^^-t 

>#Jliygiffl#:»O&0. 0 1-1, OOOffif, #*L< 
llttO. 0 5-5 0 Ofe, L<l±&0. 1-2 

0 OfefrbmiiilZo 37-tM-ya >^tjt LTI±, 

^cayS, n->vft, #g*y*, nn-j-y yyfl, TT-y4, 
;h^li2tt«m±S#LTtefl§LT*> «fcv\, 

****u tu<i±, Birie (i) 

[0 0 4 8] (III) 

ib (i) o*+*a»ft»-iB*L*:Ai iaa;ftffl**-f 

y#yS^yX;u^fflv^TX7'l-- K^-f^r- 

») <0*£*Sl*ifci**U **T«I^IBIrtU»aft«* 

tiif, mie (i) o*«f*aftftt?8E*fcra««o^ffi-ci5ic 

*-/-k/u*>Sift& (I) 0*if*a»ifeUIB*LfcAI I 
*n*-/-fc*o»i6ft (I) <Ofr#1tm&-eKMLb 
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■cai%ifeai* t flHj^i-c-§4o Aii»aa8*'S-*i-*»jfctt 

e»> tt&z^ne&m 
%l mam («, *7-t>\<m <«, «*^-t**u 

#k mmx&ntoMm i^u (b) ajale 

io J-Jli^IfttMt^MttSata^^fc^r, J|t- 

0Ul£> AII«NS3l6*'S-*1-*»fttt»JW*ai# 
-*t<b£#ffc5ij (00, yJ-> (Twee 
n) 80, HC0-60^O#®yStt^K tT^nvStF'J'J 
A, ii)\<r£*'y* f JUr^n-^, T ^ 3r > h D 

A^<o^»a^i:*) . («, y 

20 *fc*U*ttJB»at-r**», ^y4> a->v4 

ffl-e § zmcte&MM t -r z - 1 %o ai ustntai 

*Wf ^tt^fcUTiBO. 1-30 
0 m, 4f i L < i±*t 0 . 5-150// m<O^H, ? e> 
tC*Fi L < l±& 1 frh 1 0 0 y« mOfgB-e;J5&„ AI IJS 

[0 0 4 9] AllfifJJSa8***-r*«{&ttjHSiJtt, 

m, nn.m^t'^x.oxm.^^hi)^ ai ijs^ 
40 fli*#i-*fb^*o*sii*-c*tujrj:v» 0 Aiijsfitft 

^s^ ^KiissSfja 1 1 »^3s»j'ca54>«-s-, 9t± L<ii. 
^AlASfcO^O. 0 1 mg- 1 Omg/k g#*<0 
tEH, ^t>tc«f* L< «±^0. 05mg-5mg/kg 

nttt*t^r-r*4fctttt»«ioa-5.*i4. j&a i as 

f-:»)fiFiL<<±, ^0. 0 5mg-5 Omg/k g#* 
WfEB. ^?>IC#4 L<Ji^0. lmg-30mg/k 

50 iSBlci|5i, Affile is. l^tciE, Sfcjijfe* 
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H (#0, 3*\J?, 4*\B, 6Hif) KlHfe A I 

iftmmzm-ti>itirwvmmt<^E:, mm. ai i 
[oo5o] [j&to.mfemm, jt«»T*, kubjulie^ 

ijtl±-«m± <«--=«) O^fe (J£1T\ 

3Ul±> ±IS rAIIJStn3K«:**i-4|fe4fctt»#JJ Kiitt 
& TAIIJttit^J (CTx-lfiieor^^^-^^vVlUS 

*t4-ttifctt-*&± (»4L<li--=«) 

[0 0 5 1] #ffl*«»***-r*fi!ficttjHJilJ|i, fOj 

3d, *J&> ^4 ^ogttiWJ, jgP8J (M, 

fciffcLT (A) AlUStft* 

[0 0 5 2] #ffl*»***1-4»Sctt3RflUli, fi*tt 
«9Ltt» («, t K ^, ±, 

ffl*tJ<0 1lil^^f)Olg#St LTIl, Wxlf, ffefttt 
»*J)ft*l ;Wi«WT**»-&\ SFi L < «i, J&A 1 AS 
£l)£j0.01mg~200mg/kg#«OteB, § <b f^fiPi L < ti 
^10. 05mg~ 1 50rog/kgft:*<OKH^ ib i t ^T* # 

* 0 i ®Mtzv<r>ftmmm*^m?&&&mm<7>iSL5- 

mii, ;£A 1 A3£ v 57 * L < fi, it C . 0 3 m g - 5 
0mg/kgM<7)tI*f.iiSI^itA ? -C§l, o & 
#lal&li, SfcBlcill, jySRgtc i m, l^KlUk 

[0 0 5 3] TietZtfL^t LTGnRHT =f-X h • T> 



50 



-X h ($?fL<<±, 5$ 5-oxo-Pro-His-Trp-Ser-Tyr- 
DLeu-Leu-^rg-Pro-WH-C2Hs-e^gtt^,-<7'^ Kifcli-f- 
oil (bit, mt; T'li-youu >J Ttli-f-OlgJ t 
Ifc-*- ) , ioifi l<<±s^u a-rn 
uy>i*, *ji L<<±&2&i4?±<§tsiJt l -cists- 

* a--* h ztt.ft-fz&mmmmTj * n * y-t^-e* 

10 hZktfftt JifEOGnRHT 3*— X h £ fzliT > ? 

4**Ktt«*l («FU»Scfiv>f ^n*7*-t;w) (±, g 
ff^O^S, #P3BB6 0-100516 -9-, 

#HBS6 2 -2 0 1 8 1 6-?-, t$B3¥4 -3 2 1 6 2 2 
■f-, #B3¥ 6-192068 ^ # ST 9- 1 3 2 5 2 
4-t, #Hf 9-2 2 14 17?, ffif 1 1-279 
0 5 4-§\ WO 9 9/3 6 0 0 9 9 f K|E« 

20 ^jO^r-^, #lC#^4-3 2 1 6 2 2 -5§-tCfe*j£tt 

[0 0 5 4] ±.%Zi£]fcM-? A 9 n * y-fc ^coSJjt^fto 
-«*JBlTUe*l-t-4o Si*, TKt-GnRHT^— X h i£ 

2 0%4v^L7 0%(W/W), $fiL<<i2 5~6 5% 
(W/W) , i»)ifiL<l± 35-60% (W/W) m 

5 j i?<r>m%s&n%3'it*:mmi> l < amm l, 1*1* 
w^m, is^-vm, mm, im.it 

?r?^JPLr i> X^ 0 ifz, ZhlZGnPHTzf-Xhitzii 
7>?=f-X\- (4fiL<(±, Ua-^Dl-'J >ffcl± 



-7 11-, 



50 \m*^<ho mumm*. ttnanrnvm^h 
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*. ^c>fie«fti:x >)^"f y-n#-/*-b;v£5R-f 

li, 8W/0x^->3>tS?>U#3il<0*iifi: 

SPx., W/0/wa03*X7*->3 

•*-*>„ ±I5nffi^7)cffi*(-?LftS'J^Snx.T^ J: <, 

xMTween 8 0 , Tween 6 0, 7F5X^y-tl], 
•f J t * yxf l> > t v •> iif #[H C O - 6 0 , H 
CO-5 0, Bjfc*" ^*;PX]^t*), *>4v»l±#'J fcf- 

it, iitt>o+oi««*s < o^fca.^fc-tt-c-ffi 

fflLTUv\ -ffifflO^OiftSfi, *£j 0 . 0 1 2 
0%O|gffl^<c>ai[SiRT-§, X <9#* L<i±&0. 0 
5%^"bl 0%O$Effl-efljv>e>it* o faffioiS&oagfl 

9 - if rsu ^ L 4 U jftE L r ff 9 tfs n - 

^mm-f h^t^X'^ho Z<OXo ULT»fbit^-7 
-Y * n * y-fc ;u li&^fi* 4 v> <±«& L XftW. L 

•7^^n*-7*-t;l/toa®l-#*LTv^SSicoGnRH 
Tn'^x b i/ciiT>^r7*^x h (if i L < »±, 'ji- 

e<e*i-4o ioiRu**iwjh*J(fctx.«r, 

KW/O-XT^v 3 >lC«Ji:A/T\ 37-tM-y 3 > 

fd+4*^f*, *t*«*i3t(*. w.®i&m<?>it&® 



(27) %fffl 2003-113120 

52 

>, vfcfj&qjSJf <bit& 0 -it^l±2aJa± 

D*y-t;K±, L T^^X L tz ^y^vfctt) 
3*l)iiLrfci£U 37tM-> 3 >$J*|&*-f*o $ 

<bt:, *if»aftj*kiHi»o^tt-eaiiiai»oi!fe*, »«k 

»*HrjLaiJ ^0xtUv> o ±fSr-» h titz-? -i 5 n * 

-f*.)\><r>m.=f-mi, W-W&t Lxmo. 5-1 00 0//H 
0«fffl^«f<bit, J: r>jj4 L < 1**5)2- 5 0 O^mO 

l±, -g-Ofl-fttt, il$ttt?riPIJ£$-tir^»i£fflr-abit 
lfi<, fctitf, ft2iv>L100/im<Oili:jbl 1 

[0 0 5 5] ±E*»?m-6*t lti±, s&nMim. 

yj3-*l, ILHW») , .-KKD + y^A* 

*fci±£*ie><oftftffr; #y (« 
-y7;7? l )«'»x^f*) ; *V7 5 yf (00, # 
>; ( y > v* ;v— L- V)v 9 5 v») m ; H^Kv w 

fc, ±E«-k Kn^-y^/A^^^Si, »-tKn 
30 *yi7***>R», «-tKn^ypj*W^« 
*«fl^-rtKjt^ffitt+^t*-r4*fr, D-, L — , D 
L-^cov^-fit^fflv^Tt i:v^ 0 cite><7)cf-cfc, ILK 
(J^T, (7?fF-co- 
^'J3'J K) , -"KM (SJI-c 0-7^-^86) 

•v»tt«j» - ^ 3 - frWL&m&ittL m-r z> z t %> *> 13 , 

40 - frm&itte, =K 'J y* >; 3 - # 'Jy - ^ K & 
fc^^it**^****) , *"'l («-y777i"J*® 

y-'j3-jHiMt*i), «fci)$?*L<*±, 

SIO ij)V^^'y)V^^-th %\M -y*'j3- ;umS^-# 

tLTIi, «x»X, («. th'J-yA, * >; «> 

y ±a&*4 f ) («, h 'J 3i^;ur $ 

50 m) %£t<D^ itzitm®&m m, w§&, m, m% 
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£\ (^%) («n 00/0-15)4 0/6 

OWK, ttl0O/O-«5O/5O**±l3»t 

or-**a»o*^*it#Jt«±, D-#/L- 

# tf$)7 5/2 5-6 2 5/7 5^ 

WiWifH^o <lcDD-#:/L-# (*)V/*)\, 
%) li. »:»6 0/40-6 30/7 0 OfSH <7)&<7) 

*mfflStt^ 0 f£ r?tK-^u 3-^Sl^#J come 
a*^ tt3, 000-6100, oo 

0 . !tfiL< fi6 3,0 0 0 -6 60, 000. $^>iz 
fiP£L<tt63, 0 0 0-65 0, OOOOtWffiV^ 

») <i. M»l. 2-64. O^ffiK, SibKii 
61. 5-3. 5^:$fiLKiriL8-^^- 

teSi (^A) 2 0-^10 0 O^mol 

(v>f^n^e;u) ^if4L<, £ £>mi£j4 0 -6 1 0 
0 0 //mo I (v^n^) Lv^ 0 JiffiOS 

JStfH 1 *** 1, 110, 000, 707, 000. 45 

5, 6 4 5. 3 5 4, 0 0 0. 1 8 9, 0 0 0. 1 5 

6, 0 5 5. 9 8, 9 0 0. 6 6, 4 3 7. 3 7, 2 0 
0. 1 7, 1 0 0. 9, 8 3 0. 5, 8 7 0. 2, 5 0 
0. 1, 3 0 3. 5 0 4O15i»(7)*M'f , JXfl/ 

(GPC) r-MfcLtztf*) x^i>>mM<Dfr*M; 

(*V-*L HLC-8 1 2 0GPC. «W*S:tt^36 
SW^tCj:^) . GPC^7AKF 8 0 4 LX2 (Bgffl 

£o 1 m 1 /m i n*TrtT9 o ±M<F>i&?&<r>ii 

^ Wmg*5Ntt»/7Hr h »J ^ ( v /v = 4/ 
9 6) ftifc2m lKSJBU 0. 01M o--fn7 
^. — ;i £ K =? V- > i£S5tS (ONPH) StSl ( 5 NiSS* x 
7-th-h>JVx^y-;i,= i. 0 2/3 5/1 5) 
2mli:0. 1 5M 1 - jl^jU- 3 - 

>/x^-^=4v/9 6v) 2ml tMT4 0t: 
"C3 0*SlB$*fca*l|t«:9*-r*o (4 
SI) t^m. 7-bh-F'J^2mltS)RU 0. 5m 
o l/10i^y-^tt*Bft*V^Aj|j)[l m l £Jn 
x.t6 0t:t3 0M^«o SSS^l. 5N*g 
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ft+ h U A*»«-C#lRLTYm 1 t L, 1. 5 N* 
WLit± Y WAfcfeWLZttgLt LT 5 4 4 nm«SA 

(/cm) zmfci-Zo — DL-as*s$*i* 

t/S^LT. *0»it*^#*->^aiH: Cmo 1/L 
£ T ^ * U flS5eT?;fc*!>. ifcONPH7 ^Mtft-eD L 
-?L*fc K^v Kt LfcfcS0 5 4 4 nmR#JK£ B 
(/cm) (^7 A) * 

70 [COOH] (mo 1/g) = ( A Y C ) / (WB) 
£ h * j. > - r * h > - > * J - U 

7^;Wtftr^iti)(7)^iJtv^ M r*L»-^yn 

(#BBHB6 l-2 8 5 2 1t) 

OttjBtSrfflv^fcHIR*^ (Encyclopedic Handbook ofBi 
omaterials and Bioengineer ing Part A: Materials, V 
olume 2, Marcel Dekker, Inc. 1995^) £ & Q 

t*&fcliRfe&v^ ^Jx.tf. EP-A-0 8 3 9 5 2 

^ft, #HBS6 1 - 2 8 5 2 l^ffi#BB) tmVk<7>-)j 

tfcaO(«> Tween 8 0. HCO-6 0. *my^f 
(CT> ^^-;^^^^>. b°;u/N°^^>^^)> ^?Sft 

[0 0 5 6] JiifiOGnRHT^X h ttzltT V9^-7, 
h (ffiKii, 'Ja-^ni/'j >i^(±^oJS. J: 19 
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^fliJOft#ftli^ GnRHT X h 4 fzitT > 9 'zf—X h 
iL<li»»'Ja-yoi/>JV) CO^S, flfffli-*AII 

fcK t^*, 5 7h, 79. 
'JviWlCi'l^ftiS^ KGnRHT^-X 

at?*tLlfiv>„ fcfcx.J4\ _L!ES]flLie?Lifr%K 1 @* 

It, 0 lmg&nL 1 0 Omg/kg-ffc 20 

S, SfiL<l4&0. 0 2mg&v>L5 0 mg/kg^m, $ 
e>^*ffL<(iO. 0 5mg^>L2 0mg/kgMO 
«Ha»'bjB3:».S£i:a«-e*Ao 4*:. ±ISGnRHT^- 
X Yitzi*T>9zf-X h**#LT4*<feiMSWW* 

(#fi6 0 k glcWL) IZH^Xtt. -0 Ho g GnRHT 
=r^.* hf lz\tT>9X—X Y («F£L<J4, Ua-y 
Dl/'J vifctt^©tt, J: 0 #4 L < liSK'J a. — ~fu 
UV>) im^mo.O lfrb 5 OmgflJt. #3L< 
liftO.l^^OmggE J:l)ffiL<(ift0.1* 30 
<bl 5mgSKt 1 ftT**v»ttjKrtrt»ca4--rixif J: 
v» e itz. ^x.lf±|BOGnRHT=f-XhifeJiT>^^ 
h (ffiKli, i-7*n l/'J >f /c 14 

iftttfflv'f ^n* >r-b^«r-g-*i-4iiifaj(l*^|» • ft* 

t4\ tti *-^»w-HOS#«:ff^*&-t:i±, WitfiSA 
Ott2Jll*.ft* (ft* 6 0 k gU#D ICfcv^T, -H 
KoiGnRHT=f-* h t tzitT > 9 zt-- z. h (ifJL< 40 
14, ■ja-ynu'j^jtiifwfi, <£ f)«Pi L<(48fc 
>) fcjftflfgjO. 0 1 frh 2 Omgg 
«P4 L< liiftO. 1 a»c> 1 OmgSJS, J: I) jiff L 
< liftO. 1 5mga**jfeT*4vM±«rtrtK4a: 

HitflftAOttffl***.* (M6 OkgCif 
L) K33^T, -HI Ho § GnRHT ^"-X hf tz\i.T>9 

0. I^<b3 Omgfit, tfri L<»4&0. l^e>2 0 m 50 
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gfi*> *»>#4L<rtftia»fel 5mg«**j£T* 

16 o k giSfc&Kfc#Lfc**«-£-i-*£fc*»-es 

ifc, GnRHT ^-^ h ttz\tT> * h (if* 

L<(i, ya-/ni.'jviti«ofl[, <fc»)if*L< 
liSfcm'J^-T'nv-'j » *-&*i-^«SScttl!iSiJI±All 

M (0U Tamox i fen* if) k L TS4t Sit 

[oo57] [ai t . ntoKf&tm* ja«PtT 

J: O^HiK^ bMlitiZ -«* tlirttl± (» 
iL<tiZ~=i) (IT, AllJSttaSiJiO'flf 

ilft«*t*»^ s *io ) 4 IfcfflcttlWW 

14, ±IB rAll»fit*t**i-*ISti!cttll#JJ HiJttS 

[0058] Mmmm&xtr&mmyoz^m-rz'&m. 

mmiKteVZ A I I Stffc*fc#ffl*ttfcOE-&*l4. 

x zm&nnmm ra * t* k x o t^* s a*, ah jsttug 

A I Ifia:*i:#ffl!l5*t*fltrtfl-liMt#Uv-«)H* 

i5 J: •7-oafiKJtJ4-e-tL-ftti^ 5 - 

&5 0S4% (fflLOi, *tj5-*tJ40**%) , &J0.1 
~*f)50*fi% (»*L<tt, ^0.1-^40»fi%) iJJ: 
WBO. 1~*J95«*% (»i L < 14. ft1^&90S»%) 

t-*4o a i iaaait#fflai»t^#F , i*jBtt*';-e 
-o=*«o»u*tLr, a i imsmtwrnamtim 

J: L<l4^5~*Jj80*S%T-*4c ifw, Allfe^t 

v-<7>a^Jtl4^*t-r^l -*5j5 011% («F4L< 
(4*1)1 5-4 511%) , ^0.1-^J50S4% (#t L 
< J±#5j0.1~^45*S%) .mo. l~^20fil% 
(&* L< tt«2~ttl 5 S*%) , i5J;I>*^1-^j90 
fifi% (*F4 L < (i*t!5— *t»80**%) T-*-5> 0 A I I 



-29- 



(30) 



2003-113120 



57 

t i^tz^M.m^Lit^<r>m^t^ imrgji ~ft9os 

4%, 4 <0W-i L < J4ft5~ft80Sfi%-e*<& 0 

[0059] A\\mm&£v ! ftmmyiz^i-z>'i£i& 
&mMizi>^xi>±m rAii»jsai*-s-*i-4»jscttjH 

4 < > tai ijstta6*-&*-r4«jfttt«5nijj <7>i£&tm 

[0 0 6 0] Allttt^&£lF»fflgm*^fr-*-£fjElfe 

^arsttft^-ftoaa (ai isifcassxawHsis 

T*fc4**, (A I I eaH6*Ji If 

ft90M%, ii)4fiL< J4fti~80fi£%-£\ ffcfr, 

0. 5-ft2 0lf%, L<l4ftl~ftl 5t 

»%, L<l4ft2~-ftl 01i%^i o 

[0 0 6 1] AllS^aMJ*lf#ffl*W*^fr-*-*«iSt 

sso#»* u\, a i imtfcm (ai isttftflj**-*- 

Uov>TI±, ±ELfc rAIIJS*Jt**#*1--|,^1iS 
SICIdCT. JEITo (I) - (III) 

(I) 

( i ) 0/W& 

^LfcSfiJt^K&^dKA I I fit/tffefll ft 

^4J4rf#ffl*^^ **v»i4s h\-&m&mt&<$o. 
;>j . gfssii 5 sc::*i-SBi, ai ugafs^t* 
-o*$?#$&j#}K£ffc£ 0 .rot ai istiftffi 

K*^«tLTJ4, JifB TAI I 



5S 



*»f fc*t*o ±Eo*«»J«E»*»:i4«J|i#JS:li0xr4 
4v><> K^tD^JtLTI4, ±fe TAI I mtnMittt 

ai:±otMI.^ 0Bx.(4. v^noy * 
ItLTfflv>t»^ -IftWUIiftO. 5-^7 011 
%, 4t)fcFiL<(4ftl~ft6 0S»%, #lcffJL< 
I4ft2~ft5 0Sfi%ri»<b £(4*1-5, „ ^nn^ 

Jt^l4, HttttUWoftl 0-ft9 9#»%. 4t}»iL 
< 14ft 20-15)98 * L < J4ft 3 0 -ft 

9 5#»96*»t>W«t*o *v»-c, f*t>*t*:AI I»#t 

LT»e.*t*«^-J , ^rSt:4 f) $^(C7K?:^-tr*#:rt 

*»tt'K , jv-o^r«»it****ffi«t«uftix., o (« 

0, OOOfi, 4 L< «4ft5fe-ft5, 000 

ft, i L < J4ft 1 0fjf-ft2, 0 0 0f&^ib^{f 

'ft;S'Ji3 4y f «ffl<7)^ojgjst LTI4, ±te Ta i utfet 
**^-r*ifc8s:te«#jj ojHaft-cw^LfctotB 

L7t^(c^0E5r^ ; {>O-C*ttl44v>o K^JtBEP 

30 %>mt L-rii, ±ie ta i iatfSBt-trtf-rsisdSctt* 

4o «itEEPtn^JI4, ^*fflOgS)E^aA^7K<0^ 
SJEOft 1 /5 0~ft5fS, »i L< lift 1/2 5 -ft 
3ffiFi:44iaj£t?fflv»<btt4„ *^t'<D^« 

Sr^*-r-5*fet l-cj4, ±ie tai ijsfitm^^*^- 

&>bfm Z?zl±iiS.®LX5i-MLtz&, -7^^x2ij-f^ )V 
o3t«i:#fLtv»4AI IJStrt^ffl?r*f -5>ft^. 



#J*D0i.r<>J:v» o e^*KfihS"Jt LT14, ±|B TA I 
IJSfii3Bt**i-&IS8St1t»*IJ ofSita-C-^L^t 
OfcW«oto^j6»fc>*L* 0 i/c, ±|E TAI USSl 

*<7)tK^45 4 If* «»«|OBfe**ff o-C 4 4 v» 0 
50 [0 0 6 2] (ii) W/O/Wfe 
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ai istftfiUfl *%-t2>i\L&%at&mmyo<nimi£ x x/m 
ffl-^vtsm *'»* L rw/o/w-s £ *> *> i t tJ*-C £ 

M««)ffi»:»J!ILT'7'f * n * 7-t>i<immir2> Z t i> 

mx.tt. &wtmm) , t&maT$;m t)\> 

Ufv'>, •;->*>) , -t*7^->, *3c;M>v> 
*U F«3*ffii:-t4o l*3*fflt-U»t4AII»tt:f^ffl** 

fto. l -8 011%, J; L < lift l - 7 OS* 
%, #USfS L< lift 2-6 0£fi%>5><b&lf*U> o 1*1 
*ffiUM\ jRWOScjgtt, r#«tt^«o/c46±IE TAII 

Sc^fUfcU W/Oi^Jl'va >£Bj£S-£&o ±SEL 
fc«E*WMdti: LTJ±, ±12 TAI IiStS* 4 
IfcStttJMWJ ©Wfcife-eWFLfctO 
»f 4#rt*»tt#n-0|*j|«»»'foi 

LTfflv>fc»#, -«Wt-l±ftO. 5 -ft 7 011%, 

1 #4 L < lift 1 -ft 6 0 #ic4f 4 L < lift 

2 -ft 5 0tL*%frbM\Xti2> o ^v^T% #<b*l*:AI 
I JStiif^ffl 4r*-f 4-ffc#*, #fflDS«^ i tf£#F*3fl-» 

ffi) * utox., w /o (viffl) /w 

»iHftWfcttf**tt**>i& lte-ft 1 0, OOOte, i 
*>»4 L<lift5^-ft5, 0 0 OffiK #K*f4 L< li 
ftl0te~ft2, 0 0 omfrbMtftlZo ±IBO^*ffi 
+ uim*.T *> i v>IWfc#J*iiasil!I#J, & i ^(OS 
opgjftiifrie (i) ( i ) m~umt\a\mxz>Zo 

[0063] (in mfrmm 

$Si:ioTv-f t o*y-t;u?:Slijt-r-&J»^U»i, lit 

ib (i) o*+«*ife»=«aRLfcAi iettftffl^tt 
[7kizmm&n0>m&mit^i&»&m.Lxftbtiz>m 

-> 3 >Mw&m#m<om 0 . 0 1-1, 0 0 0 

if 4 L < lift 0 . 0 5 - 5 0 0 fg, #K#4 L < li 
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ftO. 1 - 2 0 0f£ri»«biIlf*t£o 37-tM- v 3 > 

tzimwim^it^mx- a 1 1 ittftfWBfctf-r.Mfc'ft- 
ttg i irwfflasw t ±frrt»«Mt=K »j l 

yi, 3 3t?7«, Tv-?ft, n-^**r>, n- 

>iir**fflv^e>*ta 0 -ti.«bli2a*tJ-h?S'^L 

70 zf-tfriftJ&LtzIk, ^-79>&X-¥lL*)jgLm&LXA 

«EI£*-r*e t L < li, mrffi ( I ) ( i ) 0*>|»«£* 
<bi-iiijnia«£«i-^o 

[oo64] (iii) m»tt»m 

5B (I) 0*+*£*ftKfB*LfcAI I»8itfU8**r* 

i&R-rfciuf, fris (i) o*+ie*ffi"e8E«i:ra»o 

J0 -f ^n*7'-b;K0S!liift (I) O^ctfSejSSffilwIBISLfc 

MBMLXftbti2>&.fri , $ t>lc^fMlci t9 7K*#tf 
*#rt4M»tt#U n- 

h 5 *^t*T*»LT»*t LT^ iv> 0 $P>t;ii, 
»#Lfe«»**-r-f^D*y-t^ojli!ltt (I) 

^ttOlMi^iHWlSLT^JkUl^lWW-CSSo All 
JSttaiiJiWfflai^ir-t-^-f-a^ttlS^JIi, ^«04 

50 OiSJW*) it*tLTS4t4it#t'i4„ 4^:. $t 
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mt-rnzit, ztibitmm m. awe© 

n) 80, HC0-60^OlSl®J£t33'k t7*n>Stf'J-) 

^(o^mm^t-) , (flu -7- 

Df^t?^^^') % *»ifc#J (00, igffc^h'J-^ 

fflf § «tfe)&tt&4tt4 tt4:t#T-!4o ai iftft* 

*J£-*-4l6H-e**U*J: <, 0flxl£, WK^-gtLT 
mo. 1 -3 0 0//IT1, 0iL<liftO. 5-150/a 

[oo6 5] ^Maitwkm^^ift^M \mtm<7>mta 
[0066] MimLmtftmmysi'Sji-rzwitst&m 

*, 77K KttLT* 

££EaSfcffc Ltfv^i i:^T*§^ 0 AlUtJit^i 

a 1 1 atftf^ffl zG-tzit&yote x xfftmmyonmm t 

r***4***, a i i»#tfiMB£*i-&fk^%:fe<fcu f 
#ffl*»o*Sb*-c**ttfxv» 0 a i itstt:ftffl**ri- 
i>it^m<r> \m^tz*) n&ttt LTIi, 0Oxl£, IfStt 
ttfiSJA'l^ilfflt?****, £FiL<l±, SAU 
^^<9^0.01mg~200mgAg-*fiOKH, $f>i:»iL< 
liiftO. 05mg- 150mg/kg#:m<7)tea^ h ®tl-S £ t jJ*T* 

WrmmVncD 1 BafcfXOS-^-ii: LTIi, 0Ox 
If, «fcft14IBWj&M *»fl*JW-C*4»^ ffiL< li, 
WLK 1 Ai/: 0 ^0.05rog~200mg/kg#:S<7>^H^e>igJ: 

»f ^- ' . l — . -7 -t rrrr »lr -J-, In. vr-, a l i -»-*-+-*- Ttfr V- ■? i*/U. tXJ 

an c. w - v. <r -i ita=i v i jnj/biiti' 1/ orm 

SM&*^i-4»fttt*rao«#jll.J\ J&A 1 Alt *) 
KUli^O. 05mg-50mg/kg#lOS 
B, $ blZtfri L< l±j&0. lmg~30mg/kg# 

KID, SdlHUlik 1 K 1 El, itzii&frfi 
(00, 3frM, 4rt\H, 6i^it) 1-111*, All 
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[0 0 6 7] *»iJ!Offc«cteE*«i, gfc § *) , m% 

mm. • Aa^a> shmwia, sea • set*** 

[0 0 6 8] *»9iOffc»ctt|g*H\ 

ntt (00, -f^, ^-y-^, 77K v^x^f) 

<r>M x If T > > v > 1 1 4H£lEttM&£ 4 li^sfj^ 
•r > -> > I lS$#t^Lrl&ll-r-5Jlll*OJR«iJ <t tfJi 

•ss^iCct i) , nffii 7tii^**isii-r^^.e,^fc-w 

If h fi2> o »f T >• ^*-r > v > 1 1 ^ftttit^S.i 7t 
l±M^.S,tco^#^i: LTI±, StJfiiE^, JMJEHI*!^ 
'L^,t. ('WE*, *ttW^tl)'^ittt 

20 -g-tftt'tt-L^^:, -6«5^, >bwa&, -*mks m 

#. — ilttJBaiflifM^, flg^*, SaJflLffttiS*, J^iflDE 
iJiWSUtffi (tt&tgfe* 

**B»M«-fb^^ if) , jfiL^JEif, f 

mm • ^*^<o*ii^iDS • ^sjfliiE • umw 

u-N /^-^u a^^t^^ /mn^j^ TirRt.rfn*ir t*t 
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ft. &5gffi#u TOtttttftiL $mm& (i^ 

&*«>H»& ; • MSf£<Ojfe£ ; ; «9R 

& ; i&stife ; m& ; ruf-teM*; *n->#t, m 
m&*Mim<r>#k&&®$i& ; hr^ ; m^trnms. ; 

Wife, gStu IN-* a* K-v*, MrfS&fto&ffi'&tf 
£,£ftif) , 7VJ^-M (TWi^--14JMfe. £11 

mm (W, AWti'JT-yF-f^, ^flt&JR 

&*) , jffr&ai (flMtt^trffF*, waasfcif) , PI 

Mff/Cit^, JflfffcSaU?. (life, B«5. B#«r 

visits., Ait**, wife, *»#v-r, be 
E£> *ms,ft f) > • mm&miin 
jfc*tt*H*, eeft«tt»jDLttirjiu Jtttttits 

(«, 1, »ftif) 4Bftif) , **JJ:« f -f-*ttc#^*« 
®, *«5|k», (7yy>i> 9<9*s*ir*. 

mm, ^mmm, gM7*K^fn^w , * 

n^77x^F-fn r*» • Stttetr^.e. (SI 

Hfcife, ll:£IIUE;*:£, ifljUft*, ttJSS^ftif) > *8A 

• iHSlU#ift if) „ WRIHUi 

Wife, HA. BftfcjfiLl£*E. Mrjfctfc • 
teftif) , iS^ffi Mar** 4 ^>-?;u.x. 

y^yf-r***, sa«jg*£ftif) » mtia.fc (fJassL 
m, Hfcjflnstt-> 3 y v 3 v 9, aims 

fkA&. ^y>y3'^ &fta* ft if ) \ JMOtft&A 

#, fcTPWfcW , (*n* K, AWL ft 

Sfti:*) , »*HBJftLE, *SS5it^l^> wtmfmw* 
0:¥<r>£.$tm&j> ls mihiiZ> o ft WSitS*£« 

Lv\ 2 biz, ni^7fn-;Hg:Tt:«fflt^Mtffi 
Ci> *»lO«!fttti*t J8v>4 C 1 1 -C * 4. *f& 
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Ett^i* I) ft if o Wffl^tJ t L TOllltl^ 
T*Oit*i:ft^>^*i: LTIi, fltiRft, «fll*Jtt-fr» 

ft if) ft if #W e> *l* o WffllB* 1 1 x <r> AflSii^ 
jS*<0*t^tft*^Ai:LT{±, flESI^, iSflglflL^, 
np^T-n-;i/jfii^fti:*^{f c>it* 0 #ffl#t;i:LT 

oajm&jBoj+fcifcaauRfc lt{4. ^* 

20 -tttffi, 'C>«5ife, ?5&M, 'L>)i55ffi^ 

ft if) , BgJfilWSE* (*S^14JgjM«K«, -ii14Safi 
JMSflU )Jb^*> 8gJAL«ttfSi«. JSJfiLJEttSS^fti:') , 

<fe. AjtittiB«sRi«*> v-< 

if) ftif**t£»f ibtt<2,„ tfflIttLT<OS^if}& 
«««>#rtlfcft**l*li: LTIi, S^W»#ftif^W 

50 r«, ^g^s, ft&m, mm, ±mm. mm, «r 
zmm, %mm, m&m, wtm.®, mm, -t^mm, 
stum, &mm, mum&m, m&*) >^®ftif#w 

•btt^o JK^-S^^SJi, iS5JflL)±^ -C^^:ftifO± 
SET > 7- > v > I I ^-fitt^A t H*P# 

10 0 6 9] *l5W«>»ifcttE*ii, .hie L/c i 9 ft^S- 

^jtrfflv^r. Mx.n, m&m, %rm, *y 
m&mi, m&iH&ttm* t-) , *mm, turn m, 

50 WffiL^o 
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[0070] ammmm. Mz.u\ mw?mm*.nmm 
* mm ttsmi m t tz \±mm 

Wi mm 4> v>mw<o-&.%t<D t-U i fz li®?S?ST-*> 
Mb LXWZK2>i>0)t LTI±, tK, ';>^?eu I£3I 

ii«#-t?> n:B§i*iTiafi?u m«r«0: 
[oo7i] enia#ffl(0HJKi9:##jiai: ltwu © 

¥&mYhfiz>o mmRw^mii £ <b u j. > -r 
tk.5-m<r>WLm\z, litLtttf ?^x-7ji,y3> 

[0072] *§kwo®m&.mm<?>iSL5-&ii, ®*<nm 

.tiro*, s-^n#ra, 3J 

^^iff^co.f^cos^fiii, — a 

mwmks, ttai, »#-i$wk fi^s. 
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5 0 W±S±«^i-^;uJ^T L < lifMill^ 

w i-m&±m&<o&'iiRv t mm. sm<^>^, -ft 

t, -g-omfeBRfili 1 B~m^^tci@t^J±2IUS# 
[0 0 7 3] ±IEAIIJSgt^fflSr*-f-Sffc-&%H±^ 

tr -cap* je t t , r > t- > -> > 

i 7t ii jtii Sr 9p«0 L , £ it h ^eHf 4 «A * <± 



/Lit, *Jfil3*^tg<0^, BJfiL^«HgO/Lil, Jflljg 

*AS<oji#4t') , mmm^vj v*-{> (pdgf, ve 

6F, FGF, ^>^-n-^> x TNF- a , MCP-1 ^f) <0 
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<r>mm.mmmt mmm* commit) , mt^ 

>A2 if) *>SifciiJ:a f «flB}dJi* jMTifoJMtJR 

ml ftssnnt (jMtinm#i#> jmhw* 

f) , flBft f©#Mti#»L JMf*r4. (SB«nK«ftK 
^KO»*^liJlil«M»A It & *# iKtT J&ft * -i" 
tf) if**Wb*i> %&Xi>, a^<O^Jfttc#^MS 
K« (0!k ^**SiiJ:tf**tUfBR&IMk {fit 

v a >%oKSMt«^ f ) o-^fc £ tlOWFft 

.TTI6T**o *a»K**«li*IBIK#3&-r* (Hepato 
logy 1994;19:595-601) d t biXXiS *) , 

ifc*, en«|-ca#i-4»'&»;Jt«Lr, &^-» • is 
Skofiw^ife-c** if * *) r-i < > ifc*;Kttift&o£ 

*>"r'+A'5'> yU^-tfiK *>t'-^;W^>^ 
if) li, HGF (Hepatocyte Growth Factor : fff^BSJi 

tLTIt 7 > r > v > 1 1 JSgL^J0SPJS#^J * - 

£ T > x > v > 1 1 %itim\ t ftttttSffl iC-g-* £ *i* 
T > r > v > 1 1 JtfitSJ li PI C O o T t> SIJ i 

flfffl$*t4f(IR|»£E»(ftPSiJ)*#fflfC<> J:v» 0 * 

HMG-Co A^TC^Sl (3-hydroxy-3-roethylglutar 
yl coenzyme A reductase) lfi#*, -f >->aT/JSl$ 
teefc***, 'MB&««*, g»K*Jfti&* 
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OEIgj&fr (fit, *«Mo»tttt*#J«t»U-S-*tt&± 
*&\ i*tP>W^%l±igPS8^Jt lTfi4?titt J: 

-i. -> y—ew&m tw. nb-598*5J: xfmmt 
^HLmmmm : fum* C0«> 7°-tn* (9 -> y ^ • 

X) , -f*9-Y (Hl-oy) , 7V-b5 K (f^fT 
-b) ] , mi±m [0D> AC EM*, (7K>»x 
tyT*^ (^-X) ^f) SlFCa fgStiH (T- 

if] 4f 

>if«*f iJ <t J>' P D E 

50 f] , fij^m [01k 7n-b? K (9->y^^.) , *fcfn 
(TA'^Fy) it") , ACEiaS*, 

vur/iitvyj^ (w-^-x) if] x 

Ca m, rAnv'VfVif] ii«tO f ^$##:ig 

40 (00, Tfry r ii *v K— ;u (7*7rn-*^f) „ 
*^->h'J*-;u (n*;u h n-;w) ^) , 

[«, g^lxxFnyy (t'p-t')^) i 
if] > ^^"■;79^>s?iiJ (^^.x>^t*) , e*^5> 
K2, tf^^>K2^J [09. ^trU^y/ (^v^ 
-) if] , ex*^*>Bt**«iJ (xf Kn^-h4 
f) , 7'DX^^7>y>E2, («, V 

ylti-YVVAm , #»*3'V/«^ (BMP) , 4Mt 
^«B8&iiStH^ (FGF) , Jfli/h«S*Ji5itH^- (PD 

50 GF) , h?>X7*-S V^fiKfiHT- (TGF- 



-35- 



(36) 

69 

p) , -f^X'J^tttfiW-lM^ (IGF-1, 

-2) , mwv$k**>*:> (pth) , 3-uys*mm 

S58EP-A1 -3 7 6 1 9 7^£», EP-A1-4 
6 0 4 8 8 -^&${U3 <t LPE P — A 1 — 7 1 9782 -"§-<& 
*IE|ft<0'fb^ (fll, (2R.4S)-(-)-N-[4-(diethoxyphos 
phorylmethyl)phenyl]-1,2,4,5-tet rahydro-4-methyl- 
7, 8-methy lened ioxy-5-oxo-3-benzoth i epi n-2-ca rboxam 
ideH) if; 

«IifefI:7?hX, n->7^7^ **^y 

9, t'f^l'3>, 10 

fflE^ftte-tf ^ : if 'J 'J ^Sffl [011, S3I7J ? J -7 
*B > #35*7 $ y^M^J [0U, 75/ w<>« , > 

(0!l, 5 >B1,B2,B6,B12,C^0 , BIJWjSS*^ 
[0H, ^^^^W^] , ^V? 

[0H, 5?7D-xf) , ^t, l^M^S 

*?->30 it*; 

i • +-%tmixm%sffimmmm : mmm m, t*9 5 
>H2js#a? (->>^v>^) , 7"n h >#>ymmm 

(5W757-^) if] ; 
HS&j£te£SH : «Mi* [00, ftKnn-jHf) , 
mm C«, ^K-^^^v^A^] if; 

-•/-/th'J^A (t>fD->, for/) if; 

tv^Xf-U'f K*-&lc(±, -fvY--fuv (ywK- 
>) , 3^87'l'K-'/D>tl> , )'>A (7*1/ K- 

>) , iSKv9-b-7* (=r>>;r>) , ^nfc?->*>, * 

n f k^v;w, f x a mmmm<otnA*ffi.m% h mzK 
mmm*m^httz, ; 40 

HMG-Co A«7n^5gffl#ai : -tV/iXf + y, T 

ruAA7'f / , 7* v / »X ? > , > > / >X 7 > , 'i' 
*>k*?^>, n^u^f 7;u^^^^->, ( + ) 

-3R, 5S-7- [4- (4-7Jl't07ii*) - 
6-^77*0^-2- (N-p«^;i/-N-> 9 >7.)\< 
*-*7 5 7) tf >J 5 5 ;u] -3,5-yfc 

(E) -A7f>Sif ; 
ttit^^^ai : ¥IMH£ [09, 7 n -fe 5 K ( 5 v -7 * 
X) , 7*9=-Y (Whn» , 7 7-tU* (V4 7 

-h) ] , etmi-i (fs, ACEis«iii, (-ru-om^ so 
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t77'J* (v^-x) ) aiKCa tttt* (T-vf 

>) > aSS#jS»fSI5if ta^te-^r. s-^-r* 

A (7-77'J» , JlllflSESHH^X alfiS^i^yflC 

[00, tPA, ^n^r^— tf] , ftfc/J^* (00, 
T^tTW, ^^7-f Vkf^yn (7>'7-7>) , v 

v*>) , yn^J"/-* (7*V^-*) , GPIIb/llla 

(l/*yn) ) if 
IlftB:-7x-7lf^ vA^T-HA, ;n?v? 

a, msg^jif 

'C^^Sli : '6IKATP-Kffl 53 Pais Na-H$M 

mm. ^ > K-t >; >jsgtni, n ^ > -> >»ta:aii f 

ftltsftK: T^eu 7-th7577x>, ^jn 
Ktft^ffi^J -f > K/ ^ v>if] , Xy-uJ K 
#J CCT> f*t^'/^j;« if 

;w7^-^5>if] , mmmmi m, ^*->5 5>i 

h7 7- + f AS, 77*Stff7x>if 

titM^ : T**JMfc-#k «;»jg*L»J, fommmijak®) 
if 

»##igffll!iif 

»A*WI*t6** : [01, 5E^»!l«#^**(fS-S«i^ 
> .±?Sx7,F7yt-W« , ?L«j&** (^x- 

yi^+y7x>*n , *-wm& • ttissmmm 

m (SS'Jx-you'jy, ytV-^if) ]if 
^1 (gS?A7Dyy, fi®*7*7 '/y>> Wm.9^)V-7 

y;yi* f ) , HUSH* (»k »j * - yn u >; > , p 

Srn'-bHO", S8^njP7yV>if) ]if 

^m^tuwtm ( "7 ^ + >m. fu&m 7 u > i f ojfli?K 
if]if 

•eojfetctn^ESI^ (7y> K-;uif) . gt'Ji-v^ 
*if 

J:^.r&3E« (08, H6F, VEGF^WJktfff^iSilH^-iT-iW 

*t ?> o it^T-s a x z> msHLit^mm^) i f c it 
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c (a) Aii»«:*«:**i-*»tsctt«aij*^E^"r* 

*§<£\ fcitf (B) MLBEttAHK* JMt»T». Mmsk 

«i ra b* us-^-r * - t § & • i sy * n r»h t 1 

8U * IcffiHfl: Lfcto*«fflW KftftJH 4 if £ 
m ^X&& L r tf-C S * 3d * lcS#Hb 

[0 0 7 4] LT. All&ttX. IS 

JlLlll»TSI5*itmJ»A*T6*SII*^atf 

**»flrt4o IKAMtttt*, KiLBE^jKK^ «fP#T 

t*lf4iti*t*4o AII»KaS. KJfiLfiE^«Se, JftL 

N(4H2-furoyl)Giy 
NAc 
D2Nal 
D4CIPhe 
D3Pal 
NMeTyr 
Aph(Atz) 
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NMeAph(Atz) 

DLys(Nic) 
Dcit 

DLys (AzaglyNic) 
DLys (AzaglyFur) 
DhArg(Et2) 
DAph(Atz) 

DhCi 

Lys(Nisp) 
hArg(Et2) 
D2Nal 
DSer(tBu) 
Dhis(lmBzl) 



m & if £ m ^ L TS4t 4:t * ? T~ £ & #\ 80 * 

x%m--rz>tz#><7>*y vmsh 
*i-*i*noBiHi*K»*rt:, 2«jeuiote#j*m«FU 

ttE*ti\ ±EL£ rAII»fit*S:#*-r*»tttt» 

[0 0 7 5] *W«B»*^«ffl?tt4ft*(0*flc«i*<7) 

Q_3_(2-^ -7 r ^ - 
D-3-(4-^nn)7x-;l/7 7->»S 
D-3-(3-tf U y/l/)7 9->5SUi 

N-[5'-(3*-T * /-VH-1',2',4'-h Vr'/U W]7i^ 
N-^ f [5' - (3' _7 ^ y _1 ' H-1' , 2' , 4' - b 'J7 7 +, J 

D-(y-if ^rij v;i/-7^ y y 

D-N-[5'-(3'-7^ /-VH-V ,2',4'-h 'J As)] 

(e-N-^f y yn y > > j^36 
(N, N' - v -X. ^ ;!✓) ^ T ^ - > 
D-3-(2-^- 7f ^)77 - >5SS 
0-tert-^^-D--tr 1 J > 



fO*7^»i:RL, IUPAC-IU V- (European Journal of Biochemistry) ^138^, 9 

yi/B> • >W *$-5*A' • >^1^ - 3 71 (1984^) ) \Z t fc«±RS*»U*5»t 

-fi7- (Commission on Biochemical Nomenclature) ^>tifflB&^tC^o* < ^ <7) £ L> i/c, T ^ SW^ffi IT 
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[0 0 7 6] 

i%m<v^m<njtm\ jbltk, ##00. gy^^o^ 

[HJS0U] ##001 

- [ [2' - (4, 5-vfcKU-5 
-**V-l f 2, 4-t«y77-^-3"^f^) 

7-*^sK>M (JEJIT\ ft-frWAtP&E-r*) 0.25g<h 70 

/25 . fi*¥*^53^-*1 0,700. ftspStfH 1 * 

6,100, *»a65g*UJ:*ftsp*&^f-*3,770. W3fe*fi« 
XH§£) 2.25QbizS?uv*9 >3.5ml £>*/-;U1. 
5ml L. ^*18t KP» LT£ v>fc0. 1% 

(w/w) *° U \£—)VT)Vu- ;U7tc^re500m I * *&A L . 
?-^>M*^^-£fflv\ 7, OOOrpmTO/WJiv 
^>3>iU 0 :<^)0/Wx7;k> a >*^S-C3R$ 

**Bft»*fc«, a^K**fflV^r2,000rpiii-Clf* 20 

Oft^AO§t7J£tt92Jf-T\ ^n*^-b;wtfofk 
^ A It 9. 29f"C $>otz 0 

[0 0 7 7] ##0!l 2 
it&®lA<D2T h U ^AdaO-25g*0.4ml<Oi?a7Kiw»JB 
Lfc»jfc*. H*-?'j3-^ai*l*fl: (##00 1U 
HC) 2.25g*^^nn>^>4mt7*#J»L*:#*i:a* 50 
L*-=E^-f -y— t*JLftU W/Oxv;ky 3 >HM 

Lfco *t^:<7)W/OX7^y3>t ^felSt^W 

85L-Ci3i/>7fc0.lJf (w/w) #U tf— ^T^3->^*#«5 
00ml ^^V±AL. *-kf >ffl*^^*-9— 7,00 
0rpm^W/O/Wxv;l/y 3 > <h Lfco :OT/0/W 

000rp«-eJi*L*: o £*L*WU«l&«;jcK4MttlL 

w y°-u )\s + - >> </> A </}|fej A^? i<* 3756 "C . v i' y n /V 

■/-tr;nfi (Dit&W A#S(i3. 7X"C£> o fc c 
[0 0 7 8] ##00 3 
ft^A0.4g-h?LKS^^^^^Xx^ft (?L^m^ 
#<D**§ *;^^yi^xf;i,x^r Mb L fc^flcft* 

»te*u^-. Xfi¥^T-sio,2oo. SfWis, 

680. ft7t*e*XHS) 1.6gt«:v^nn> *>3.5rol t 



#^2 0 0 3 - 1 1 3 1 2 0 
74 

n~;i^^800ml*^v±AU *-bf>ffl**3** 
-SrJBv^ 7,000rpm-CO/W^-7^v 3 > t Ltz Q Z<D 
0/Wx7;k> 3 >S:Sia-C3B#p B 1i*^Lrv^nnpt 

^««*rfflv>-C2,000rpmT?*l*Lfco iixSrWVSRa 
[0 0 7 9] ##01] 4 

2-jLb*v-i- [ [2* - (lH-fb7V-^- 
7 (m~F. ffc-&»B£BfrlB+ 

*) 0.6 g tea 0.02 M m<7)mmm 0.09 g ^ *t?l 

8-7^-^*1^ (IL«/^J3-^» 75/2 

5 . 14,000. 

4,200. tt*ttK**1k¥#3&=Ht 4,090. ftjfofc 
*X*») 2.4 g t^an^v 4.5 ml 

* 1 mi au»»Lfc»«u«sjnu 12 wwaa-cfi 

* IStKCUffiLTiSV^fc 0.1 mfi% sKyvT-A/T/Pn 

400 ml ^-tf>M^^e^ 
-Srfflv^ 7,000 rpn"eO/Wx^y3>tLfc 0 ^ 
CO O /Wx?^ y 3 >4 Ma"C3WFWa# Lty^nu 

«'W^I*«*fflv^T2,000 rpm-e«*Lfco -tt^W^ 

*«i18.8XT*abo^ 0 

[0 0 8 0] ##00 5 
«fb«»*S: 0.057 g tc^JEL^:^. ##001 i: H 

^Ojb^BO$tA^(i9756T% ^-f^n^^-fe^^O 
fb^% B ^-S J J 1 9. 0J6-C * o o 
[0 0 8 1 ] ##00 6 

fb^% b a. Kftxfts^ x mm- 7*)=- 

a Si'i itTi c 0. 3y. 2.1 y. 0.12 y iC-c 4tT«i«-J 

T% v>f ^n^X-b^*^b^B^»ii27.8XT^o 

[0 0 8 2] ##00 7 
■ffcffift** 0.18 g ##00 3 fcHt* 
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B \t 26. 2%X &<?fZo 
[0 0 8 3] 8 
ft**B 1.8 g <heg 0.02 //mOKftliS 0.3 g <h 

5/25 . 14,000. ftWfl^f- 

§ 4,200. J: *Sff*WHP* 4,090. ffi* 

*E§8I**D 4.2 g iy^nn^> 9 ml£:^*y- 

* i.5mi fcK»*Lfc**tcj6tinL, i2«pwaa-e« 
AisTCtciHffiLrjsv^c 0.1 mS56 spye-^r/un 

-;Mti§}£ 800 ml *t:ftAL> tf 

-Srfflv^ 7,000 rpm^O/W-xv^y a > t L£ 0 - 

«-t^Ji«S:fflv^T2 f 000 rpmt?»* Lfco ^tLSrStf 

[0 0 8 4] 9 

ffc^A 0.3 g tteg 0.02 /umOBlftaE» 0.05 g <h 

5/25 (^%) . 14,000. 

a 4,200. ^m^^zx^m.^^M 4,090. fn* 

#taS:L*») 0.7 g *^*nnj* 1.5 ml t^^y 
1 ml fc»c»j»Lfc#«[^j6j6nL, 12 SKtfit 

=ftb l5t;KS)|gjJLTi3v>£ 0.1 ^'J^;P7^ 
n-^TR^fK 300 ml fNc&AL. *-tf>ffl*-=e** 
*-*fflv^ 6,500 rpm-CO/Wx-T^yg^tLfco 
iOO/Wxv^y 3 > *^ifit*3^M**$LTv* n 

f£. «-ll^«t«*fflv>T2,000 rpm-eM*Lfco -tt* 

£4bAO&A$li91)tfN v>f ^n*-/4r^(t»oft*» 
A^l:(i25.9)6-e*o^o 
[0 0 8 5] ##0U 1 0 
ffr&WB 1 g kttft 0.02 M m<DmtM§S 0.18 g t Sr 
fLR-^U^ (IL«/^J3-^* 75 
/25 . MWfl^MI 14,000. 

M 4,200. 4,090. 
ttXXSH) 1.8g ^nn^> 5«IU»»Lfc» 

LT&^fzO.} Sift #9 If— >u 7 400 



(39) 4f KJ 2003-113120 

ml tCiUU *-lf >i5*^*"*--£J8l/\ 8,00 
0 rpm-eO/WJ^T^v a > t Lf: 0 :oO/Wx7JV 
v a >^afiT*38tp B m^LTv^nn^ * >£»ffc$ 
i*fflSr@^$^/cm. »'MMi«*JSv*T2,0<N rp 

JO n # y-b^*Oft^B^l:^32.0HT^o fc 0 
[0 0 8 6] 1 1 

0.8 ml 0^^y-^^v^nn>^>u}gJnL. 12 B# 

m fc d t r# k e a l tz mm zm^ 
tzvmnmm 1 1 mmz lx^j 

>f * n * ;P * (Oit^Ss B t±32. 0Jf?* o fc 0 
[0 0 8 7] ##0J 1 2 

1- (y^n^^y;^^ /u**v) 

[ [2' - (lH-tf77-^ 
20 — 5 — -f ^) if 4 — >f ;u] ^t>X-f 

0.9g h?Lm-^';n-;uK*fi^ (*L« 
/^U 75/25 (-=e;i/%) . IfW^f 1 

4,000. »^F*&iMF-* 4,200. 

4,090. *P3fctt*X«») 2.1 g tSrv^nn^ 
^> 4.5 ml 0.7 mloa^«F«tHj#JBL 

Tto 0.02 /im omtW§& 0.15 g 

int. 12 nmsa-cst ^ «»Ltiai:aai it* 

?S?:#7l:o iO»«*^*15lCtcpJBLri5v^ 0.1 
50 afi% tr-^r;i/3-;i/7K*ift 400 ml * k&a 

L. ^- IfVlI**^ ^r-^-«rfflv\ 7,500 rpnTCO/ 
Wx7;i/y 3 >i:lf:o :(7)0/Wx7^y 3 y^|g 
t3WWLty^nn^^ > y -^SrtMftS 
-iir. i*»*Bft*-*fc|fe, «^«««:fflv^-C2,000 rp 

n*^Wt07yx h-"^«r«JBL7t3RS**iD 

^ n ^7 y-tr ^O-ft^t? C OJtA^ii96%-C. -r-f^ 
40 n * T'-t )V cfi (Dlt&m C -&fi 1227. 4%T* *> o fc 0 
[0 0 8 8] ##0IJ 1 3 

^ C (2 30. 0%T *o/: 0 

[0 0 8 9] ##00 1 4 
ib^C 1.2 g t%M-?*)x (¥L^ 
/^ijn-^BI 75/25 (*^%) . lif^fl^i 1 
4,000. 4,200. *3B*£*K 

50 ^fi 4,090. 1-8 g h^nn> 
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* y 5 ml 



Ltz c 



\tW$k 0.18 g 



77 

lO^t^SS 0.02 ^m <7)^ 
1 l$PBlSi£T-ffi^tt#LT 



70 



20 



LTi3^/:0.1 SS% #U bT-;i/T;W^-^7k»jft 400 
ml ffCSAL, *-l£>H*****-«:Jiv^ 8,00 
0 rpmT*0/WxT;l/y 3 > h L/: 0 :<7)0/Wx^^ 

«ffiS:HffcS**:K. *fr#*«*J8v>T2,000 rp 

n * -/-fe ;w > - 1> - ;w £ L fc*9* t l«j 

n # f * ;p * <D\t^m C ^Si±35. 9jfe* o fc 0 
[0 0 9 0] ##01J 1 5 

mtw§& % mn L%fr-z>fz mmmm 4 tmmizLx^ 

B#i(il9.856T^o^ 0 
[0 0 9 1] ###J 1 6 

A^JtJ±28.4jf-C£>o7fco 
[0 0 9 2] 1 7 

- [ [2'- ( 1 H-7- h7 7-^ - 5 

y-;^7~*;wf>8 (ft^ftB) 2g fc&{fcMf& 
(TYPE V. «jfc*fc*XJS») 0.36 g t *fLK~^U 3 

75/25 

%) . 14,000, ft*F*W9*T*4,20<K * 

»*fc*KJ:*«¥*WHP» 4,090. aMiliS) 
3.6 g £>^ncM?> n ml i:x^y-;l/ 0.4 ml 

LteiLfc**t#fto iO*jftSr^ 15t: tcfllfi 

LTJoV^fc 0.1 Sfi>6 If— 80 
0 ml Ef^SAL^ 5^ — If >S*^ Srfflv^ 8,5 

00 rpmt*0/Wx"7jl/y 3>hLf: 0 :^0/Wx7jl/ 

> a > *SS"C3B#mj*i$ LT v ^nn^r/U^y 

(;x>g 1.2 

. 1 kg/cm 2 

t£i£SAPiSjR : 90 1: 
saSMffiniSft : 40-43t: 

[0 0 9 7] 2 2 

ft^B 2 g t&mmm2*m%} m±m.mxmm) 

0.996 g fc«r#'JfL» (If¥^*?i 14,500. *jfe 
»ItS) 3.67 g iv^nn^> 7.5 ml<h>*y 
-;^' 3.5 ml fcK*l»Lfc»ttfc«lnU 2 B#IBS«-e 50 
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*V^T2,000 rpm-effl^L^o £*L*WIJ^9*U4WS 

98%T\ ^^^n^-/-tr;P*<7)^^B^fili33.0«T*S> 

[0 0 9 3 ] ###U 1 8 

0.4 ml Sri^iOU 1 4B#PiSJOig<h 

(ft*»Bfej:tK«MbaE«&) £#k:hehe»u 

*k 7 t l^tti: L t v^f ^ n ^ 7 4 -b;^H^ 0 

v ^ y- n # -/-fc )V^(Dit^ B <7)§j-A^i±97frr% v 
-f * n # y -fc )\, <0<f b^% B #S (±32. 6%~C£> o 0 
[0 0 9 4] ##0U 1 9 

asin^a*** 0.08 mi KiEjELfcjeW'k 7 

^*^Ofb^BO*fA^J±97)6-e. -e>f^n*^;i/ 
*<Vtt&m B ^fi;(±32. o 7tr 0 

[0 0 9 5] 2 0 

lb^%B 4 gfcBMbffi* (TYPE V. *Ijfc#tSiX*«) 0. 
72 gt 1c, mM-7V =* (?LK/^'J a 

75/25 (*^%) . 10,600) 7.2 

g£v^nn^> 22 mlh^^y-;V0.8 ml t 
Wt^r^^^DL. ^-^^^gTicO.16 mlSriPx./c 

ie^^##0lj 1 8 i:Wt0^^^yt>f •y-ic 
-t*«« (?Ub) iS^Srflv^ SSL^rM^o - 

«EK»LTK*»4:#fco -O*g*»S:?La250 ^m 
tS®LT#^^0 9*>05 gtv 
^-f-M.4gttj|*Lfca, v.xy-M;H£fi (a 
-0JET. -fe>fv>ik*») «rfflv\ ^JE2 kg/cm 2 r**: 

O f b^% B (±31 . Q%X *o/: 0 

[0 0 9 6] ##W 2 1 
##01J2 0 tlSHB.* • *ft-Cfl«r (?Ub) S^lTSfc 
aSL^^SrtlTO^frT^^L-- K^^f (Mobile M 
inor, ^Dy>;^S) Ltt-f ?v>T&M%lt LT 



30 



n) 



t HpffiLri5Wc 0.1 SfiX #U tT-;UT^3-;i, 
800 ml ^CftAl, ^-kfVM^^^^r*^-?: 
7,000 rpmT*0/WxT;Py 3 >t L/Co dOO 
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* * »i* L fc&S* * in -ftflrttlftLTtt 

itA$li101.656T% T-f >?xii]-flz)\,Mp<r>it'&m&%. 
Ii26.636-e&o£ 0 
[0 0 9 8] ##00 2 3 

0.757 g t6$fbS$& (TYPE V*D*»*I*») 0.277g 
£tf'J?L5k (MT^^fi 14,500, ftftMHI* 
IS) 3. 64 g i V 9 n a > ? > 7. 5 ml t * 9 J - )U 3. 

5 ml ttc»»Lfe»iftuj6ijnLr»jt*&-ft«Fia[ua£ 

if L£tW, ##0U 2 2 t nttC Uv-f * a * -f-b)V 
i&tio v-f ? n fi y'-t )V$>~-<7>U:&m<?>%tX^t\0 
i.9fc-e, -7"f ^n#y^;i^ofb^B^*ii25.9ftT-ai9 

[0 0 9 9] ##08 2 4 
it&m 2 gtPKMI& (fajytaiX**) 0.996 gtt 
%M-y) =-^Bl**-&fl: (fU*/$ r, J3-A'tt 75/2 
5 , It^^i 10,600, %**E^x* 

IS) 3 g&v^acM ? > 7 mli:^ 3 ml bK 

K3MS&5 cmOPHBKSWSU S«tM6l*m«E*a»U 
Tta»»*»fco ■COft«!»«r7Lai50 mmOgS±-effi» 
i$\ »aLT»7tte^Od *>03.6 gtv>^ 
0.4gt*S^Lfc^ yiyhSJl'gl (A-OJET, -tr 
>f*>>ik*») *fl§W ffiAEE2 kg/cm 2 TjRfWH* L 

-a"l:Ji29.l5«-e^)o7to 

[0100] ##09 2 5 
jt-^feB 2.0 g tWRM-ir*) a-*Bfcfc*## (#L 
«/^U3-^« 75/25 , 8, 

700, 5fn**taHI*») 3 . 9 7g^y^nn^ 12.7 
5 ml , 2.25 ml :fc J: r^gtO. 136mLOff.?£tC 

SHBifc*^* 18"C UW»LT*v»fc3ft*»»3E»j6tn 
o.i fifiX kf — ;u r ;u ^ - ;wtK?#jE 800 mi cpirit 
AL> ^-eva*^*-*- -fcfflvs 7,000 rpmT'S/ 
0/WX7iVy 3 >iLt i<7)S/0/Wxv;Uy 3 
>5r^ST-3B#W*#LT->*^na^ ? >, *?J-)\> 

55-Stt8£fflv>T3,000 rpmTj|*L^o dtt^rffO^e 

Lizo M&Ztitz-vJ ?aUzf-t)UmtattMLr®3i 
t LTf»f>*L7t<, ?V1i7'-tA'^<r>'ft&%l>B<7>m 

[0101] ##00 2 6 
it&m 2.0 g , ®fbMf& (E1*ft^X«S3) 0.37 g 
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50 

BK 75/25 (**%) , MW*WH=# 8,700, ft3fc*E* 

3 .6g£->*:> atM * > 12.75 ml , * 9 J- 
)V 2.25 mlis iO^^O.ISemLOrljKlciSiPL, gliULT 

18"C »c««Lr^v>fc iomM*B««inio. i ss* 
^■J tf^.;ur;un-;U7K^?S 800 ml "CCttAL, 9- 
kf^M*^*-^-*^, 7,000 rpm-C'0/WJ--7;W 
v a > t Lfco ;«0/Wiv*y a >£S£-C3B#[?g 

iO ^ffiSrHftS-frfcft. »'«Mi«*fflv>T3,000 

?D*y-tMi7^ h-^0.8g*^<BL7t?!g@^c4:ijp 

y-n*-7'-t;v-tt : <-^O'fb-&felBOitA^I±90.75ll-C*, 

n * 7"-t > - h - w-ffc-^-^B-g-Sl±26. 45< 

[0102] ##00 2 7 
•fb-^UB 2.0 g , ®tffcE«& (E3*fb^xm§?) 0.37 g 
20 tCMI- run- (fLSt/^ U 3 - ;u 
BK 75/25 (*>U%) , SS^^fi 8,700, W*WL^H 
X^S) 3 .6g£->'?nopt ^ > 12.75 ml , * 9 J- 
)V 2.25 ml 33 J: OWB$0. 136mLOiSffi(C^ia t , WB>X~ 

18X: »;P»LTi»v»fc 30mMl^6t«l&?^inO. 1 SSX 
jK'J If— A'T^3-A'**tK 800 ml tpKikAL, 9- 
\s>M** *m^\ 7,000 rpm-eO/WJ^;!' 

ya^iU;, :<0O/Wi7^y g > £*i&T*3B#B 

^n*r-fe>n*-rv- h-^0.8gSrS»L.7tiie*.S:Jn 

^D^y-tr^^-^cO-ft^BOitA^^^T*, -?<i9 
a * y-t^/T >^ h -;l/^*>f<0'fb'&tlB^-*l±26.6$i 
X'hotzo 

[0103] ##00 2 8 
ffrfrWB 1.5 g , KfbX« (E3*ft#X*®) 0.278 g 

BK 75/25 , SS^^-ft 10,500, 

mXH^) 2.7g^v^na>^> 11.25ml , *9J- 
;H.69 ml*5J:I>'»Bk0.102mL<OiljS(:y$iDL, SiST— 

8t: U«»L-TiJV»fc 30mM»Sk*«&?SinO. 1 S*X # 
'J e-;WT^3-^7K^?R 800 ml (pK&AL, 9 
^ffl**?*-"}— «rffl</>, 7,000 rpmT-O/WiT^v 
s > t L/to i©0/Wi7)k> 3 >$rSiaT*3^Pflt* 

50 jittSrH-fb**^, a'C^««*fflv»T3,000 rp 
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D*y-b^4i-^<of|:^BOSA$l±88.0}CC, "7>f*n 
* y-t ;u/ v > =. y - ;u|^5Kif<o-fb^B'tJH±25. 4Xr 

[0104] 2 9 

it&m 2 g , BtffcffilS 0. 3 7 g 

£ <fc tf'St^- a - ^B*#*fr# (?UR/^ 'J 3 - ju 
& 75/25 , SS¥*Sj^S 8,700, ffiftMi? 

HtSD 3. 6gSrv*ntM 12.75 ml „ p< 9 J 
-*>2.2S mliJi^^0.136mLOa?S{C?SJpL, SKIT 

18"C CifLT*v>fc IOmMB^Ba^SPO.1 Si% 

lf-^T;V3-;U7KS?a 800 ml tCiAL, 
tr^M**?*-^-^^ 7,000 rpmT-0/Wi-7;V 
->3>fcL£ 0 :00/Wiv*y 3 >£gj&-T?3B$|15 

fllffiSrHfl: »4MMM9l*JHv>T3,000 

^ n * r-fe ;Hi"7 > - h - ;v-0. 8g * L fc3K9* * M 

^ n * •7*-b;nt 3 -^<7>-fb^-t)Bcoa'A^li89. 15<T\ T-f ? 
n*7'-fe;u/-7>- h -;v^*4 1 <0'fb^- ! feB-g-l:l±26.25« 

1 0 1 0 5 J HS£#0 1 

- 1 - [ [2'- (lH—r h7~/-^-5 * 
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•/-JU- 7 (ffrfrftB) 0.2 g fc»M#& 
«D*«*I*i!l) 0.1 g tfLK-^U3- 
(W/7'J3-*1 75/25 
%) , SAT^^fi 14,000. »*P*W5^F*4,200, * 
»*5e*»: J: 4 4,090, ft**E^X*SS) 

1.5 g t tc->*^Dn> ? > 3 mL fc> ?/-A- 0.9 mL 
t *^inLT^*#/c 0 7^h^0.2g £ $ t> Ki&00 
LrjSWLtfffcSiRtf* 15"C IzmV&LXis^tz 
10 0.1 Sfi% --K'J lf^^T;W3-;W7)c^?K 800 mL 4"t-r± 
AU ^-tf >M**5 #-9"-^fflv\ 7,200 rpmT'O 

/WJCV^v 3 > t Ltz 0 i(7)0/WiV*yg>J:f 

?ST*3Pf Half # Lty^nD^yi^^-^ £jf ffe 
$H£TilMI*Hfl:S-£fclft* »'M5-«««:fliv»T2,000 

? n * y-fc ;Hi^*tf> > - h - ;u £ ?g$f L 3£9t|c £ 

[0106] mmm 1 

1 -C#t>iL7t-7-f * nfl^-tr^ 25 mg £ 0.1 mL 
O^-t^iK (5 mg W * y ^ f^-t^ n - X t h 'J 

■7 A„ 1 mg O^'j V)l"<- Y 80, 50 mg <0-?>- h~ 

**as9* 1 mL K.»mLtim iztmLXQmwm®. 

SD9-y h^ltWaPJfeTlc 23G attitT*l£# Lfc„ & 

[*i] 



T-f 5- afi7-t)),&5-me>y y htam<P¥-i5m<tom§t (n=4) 







IS* 


2S& 


33$ 


ft^&B (ng/BL) 


no 


238 


94 


4 


T^hXOig/iiL) 


313 


226 


155 


30 



[0 10 7] 

(b) jmi*t*, mm^^mm. & 



- — » » ^ — * J-/„ » I t <~;ir rA- J- tt-fT ^*^t ; JV ^ p— +«j R p 
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mmmm. msi£iflL&&jL«& <c»tt*, 

£. ac*tauHituj: 

£A14gn*. ftjftftttK*, l*IJS^tfe» 

**>KiHfL*&, £ 

Ma, «fc * «j > mm ■ mimm 
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C tt e> L tzto'&iz 'J * * #< if Z> Z t 
*jW*v»*>--/tcatLT, 4clMI!-TMeASK«AI I 

m * >j * * i&mmm zi>tzb-to a 1 1 jssag k 
«*»ilu 'kfawte&vmm^-tmtimz&M-fzz 



(51) Int. CI. 7 Wm&ft FI f-73-h*(##) 



31/403 


A 6 1 K 31/403 


31/404 


31/404 


31/4152 


31/4152 


31/4178 


31/4178 


31/4184 


31/4184 


31/4245 


31/4245 


31/4422 


31/4422 


31/4439 


31/4439 


31/455 


31/455 


31/4709 


31/4709 


31/496 


31/496 


31/519 


31/519 


31/55 


31/55 


31/551 


31/551 


31/554 


31/554 


31/565 


31/565 


31/585 


31/585 


31/60 


31/60 


31/727 


31/727 


38/00 


39/395 


39/395 


47/30 
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47/30 
47/34 

A 6 1 P 3/06 
3/10 
5/00 
7/02 
9/00 
9/12 
35/00 



<72)«9i# 



A 6 1 P 



A 6 1 K 



47/34 
3/06 
3/10 
5/00 
7/02 
9/00 
9/12 
35/00 
37/02 



C06 



F 4C076 AA11 BB11 CC09 CC11 CC12 

CC14 CC21 CC27 CC30 EE24A 
FF32 

4C084 AA02 AA03 AA20 AA24 BA01 
BA08 BA17 BA23 MA02 MA05 
MA66 NA05 NA12 ZA361 
ZA421 ZA541 ZB261 ZC031 
ZC331 ZC351 ZC751 



4C085 AA35 


EE03 


GG01 






4C086 AA01 


AA02 


BA07 


BA13 


BC16 


BC19 


BC26 


BC28 


BC38 


BC50 


BC62 


BC71 


BC82 


BC91 


CB09 


CB11 


DA09 


DAI 3 


DA17 


EA27 


GA04 


GA07 


GA09 


GA11 


MA02 


MA03 


MA04 


MA05 


MAI 7 


MA66 


NA05 


NA14 


ZA36 


ZA42 


ZA54 


ZB26 


ZC03 


ZC33 


ZC35 


ZC75 


4C206 AA01 


AA02 


DB03 


DB25 


DB43 


DB56 


FA19 


MA02 


MA03 


MA04 


MA05 


MA37 


MA86 


NA05 


NA14 


ZA36 


ZA42 


ZA54 


ZB26 


ZC03 


ZC33 


ZC35 


ZC75 
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